ABSORICA- isotretinoin capsule
Ranbaxy Laboratories Inc.

HIGHLIGHT' S OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use ABSORICA safely and effectively. See full
prescribing information for ABSORICA.

ABSORICA?® (isotretinoin) capsules, for oral use

Initial U.S. Approval: 1982

WARNING: CAUSES BIRTHDEFECTS
See full prescribing information for complete boxed warning.

Pregnancy Category X.

* ABSORICAmustnot be used by female patients who are or may become pregnant (5, 8.1, 8.6).

* There is an extremely high risk that severe birth defects will result if pregnancy occurs while taking
ABSORICA in any amount, even for short periods of time. Potentially any fetus exposed during
pregnancy can be affected (5.1, 8.1).

* There are no accurate means of determining whether an exposed fetus has been affected (5.1, 8.1).

* ABSORICA s available only through a restricted program called the iPLEDGE program. Prescribers,
patients, pharmacies, and distributors must enroll in the program (5.2).

R R LR LR T INDICATIONS ANDUSAGE ------------mmmmm e
ABSORICA is a retinoid indicated for the treatment of severe recalcitrant nodular acne in patients 12 years of age and
older (1).

Limitations of Use

ABSORICA may only be administered to patients enrolled in the iPLEDGE program (1, 5.2).

e DOSAGE AND ADMINISTRATION -------nnmmmmmmmmmm oo

* Recommended dosage of 0.5 to 1 mg/kg/day given in two divided doses without regards to meals for 15 to 20 weeks
(2.1).

* Once daily dosing is not recommended (2.1).

* Perform pregnancy tests prior to prescribing, each month during therapy, end of therapy, and one month after
discontinuation (2.4, 8.6).

* Prior to prescribing, perform fasting lipid profile and liver function tests (2.4).
* ABSORICA is not substitutable with other forms of isotretinoin (12.3).

————————————————————————————————————— DOSAGE FORMS AND STRENGTHS -------------------mmmmmme oo
Capsules 10 mg, 20 mg, 25 mg, 30 mg, 35 mg and 40 mg ( 3)

e CONTRAINDICATIONS - ------cxmmm o mmmmaoo i

* Pregnancy (4.1,8.1)
* Hypersensitivity to this product or any of its components (4.2, 5.14)

il WARNINGS AND PRECAUTTONS - - - - - -« « == ccmaooommiiiaom

* Unacceptable Contraception: Micro-dosed progesterone preparations are not an acceptable method of contraception
during ABSORICA therapy (5.3)

* Psychiatric Disorders: Depression, psychosis, suicidal thoughts and behavior, and aggressive and/or violent
behaviors (5.4)

* Pseudotumor cerebri, some cases with concomitant tetracyclines (5.5)
* Serious skin reactions: Stevens-Johnson syndrome (SJS), toxic epidermal necrolysis (TEN) (5.6)

* Acute pancreatitis, rarely fatal hemorrhagic pancreatitis, in patients with either elevated or normal serum triglyceride
levels (5.7)

* Lipid Abnormalities: Triglyceridemia low HDL and elevation of cholesterol. Monitor lipid levels at regular intervals
(5.8,5.15)

* Hearing Impairment (5.9)



* Hepatotoxicity: Monitor liver function tests at regular intervals (5.10, 5.15)
* Inflaimmatory Bowel Disease (5.11)

Skeletal Abnormalities: Arthralgias, back pain, decreases in bone mineral density and premature epiphyseal closure
(5.12)

* Ocular Abnormalities: corneal opacities, decreased night vision (5.13)
* Glucose and CPK Abnormalities (5.15)

e ADVERSE REACTIONS === mmmmmmmmmmmmm oo
Most common adverse reactions (incidence >5%) are: lip dry, dry skin, back pain, dry eye, arthralgia, epistaxis, headache,
nasopharyngitis, chapped lips, dermatitis, blood creatine kinase increased, cheilitis, musculoskeletal discomfort, upper
respiratory tract infection, visual acuity reduced (6.1).

To report SUSPECTED ADVERSE REACTIONS, contact Ranbaxy, Inc.at 1-800-406-7984 or FDA at 1-800-
FDA-1088 or www.fda.gov/medwatch or iPLEDGE at (1-866-495-0654).

e DRUG INTERACTIONS - - - - - s mm oo oo

* Vitamin A: may cause additive adverse reactions (7.1)
* Tetracyclines: avoid concomitant use (7.2)
* St.John's Wort: may interfere with oral contraceptives (7.4)

See 17 for PATIENT COUNSELING INFORMATION and Medication Guide.
Revised: 8/2014

FULL PRESCRIBING INFORMATION: CONTENT S*
WARNING: CAUSES BIRTH DEFECTS
1 INDICATIONS AND USAGE
2 DOSAGE AND ADMINISTRATION

2.1 Recommended Dosage

2.2 Dosage Range

2.3 Duration of Use

2.4 Laboratory Testing
3 DOSAGE FORMS AND STRENGTHS
4 CONTRAINDICATIONS

4.1 Pregnancy

4.2 Hypersensitivity
5 WARNINGS AND PRECAUTIONS

5.1 Embryofetal Toxicity

5.2 iIPLEDGE Program

5.3 Unacceptable Contraception

5.4 Psychiatric Disorders

5.5 Pseudotumor Cerebri

5.6 Serious Skin Reactions

5.7 Pancreatitis

5.8 Lipid Abnormalities

5.9 Hearing Impairment

5.10 Hepatotoxicity

5.11 Inflammatory Bowel Disease

5.12 Skeletal Abnormalities

5.13 Ocular Abnormalities

5.14 Hypersensitivity

5.15 Laboratory Monitoring for Adverse Reactions
6 ADVERSE REACTIONS

6.1 Clinical Trials Experience



7 DRUG INTERACTIONS
7.1 Vitamin A
7.2 Tetracyclines
7.3 Phenytoin
7.4 St. John's Wort
7.5 Systemic Corticosteroids
7.6 Norethindrone/ethinyl estradiol
8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
8.3 Nursing Mothers
8.4 Pediatric Use
8.5 Geriatric Use
8.6 Females of Childbearing Potential
10 OVERDOSAGE
11 DESCRIPTION
12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action
12.2 Pharmacodynamics
12.3 Pharmacokinetics
13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis and Impairment of Fertility
13.2 Animal Toxicology
14 CLINICAL STUDIES
16 HOW SUPPLIED/STORAGE AND HANDLING
17 PATIENT COUNSELING INFORMATION

* Sections or subsections omitted from the full prescribing information are not listed.

FULL PRESCRIBING INFORMATION



WARNING: CAUSES BIRTH DEFECT'S

Pregnancy Category X.

ABSORICA must not be used by female patients who are or may become pregnant
[seeWarnings and Precautions (5) and Use in Specific Populations (8.1, 8.6)].

There is an extremely high risk that severe birth defects will result if pregnancy
occurs while taking ABSORICA in any amount, even for short periods of time
[seeWarnings and Precautions (5.1) and Use in Specific Populations (8.1)].

Potentially any fetus exposed during pregnancy can be affected [seeUse in Specific
Populations(8.1)].

There are no accurate means of determining whether an exposed fetus has been
affected [seeWarning and Precautions (5.1) and Use in Specific Populations (8.1)].

Birth defects which have been documented following isotretinoin exposure include
abnormalities of the face, eyes, ears, skull, central nervous system, cardiovascular
system, and thymus and parathyroid glands. Cases of IQ scores less than 85 with or
without other abnormalities have been reported. There is an increased risk of
spontaneous abortion and premature births have been reported [seeUse in Specific
Populations(8.1)].

Documented external abnormalities include: skull abnormality; ear abnormalities
(including anotia, micropinna, small or abs ent external auditory canals); eye
abnormalities (including microphthalmia; facial dys morphia; cleft palate). Documented
internal abnormalities include: CNS abnormalities (including cerebral abnormalities,
cerebellar malformation, hydrocephalus, microcephaly, cranial nerve deficit);
cardiovas cular abnormalities ; thymus gland abnormality; parathyroid hormone
deficiency. In some cases death has occurred with certain abnormalities previously
noted [seeUse in Specific Populations (8.1)].

If pregnancy does occur during the treatment of a female patient who is taking
ABSORICA, ABSORICA must be dis continued immediately and she should be
referred to an Obstetrician-Gynecologist experienced in reproductive toxicity for
further evaluation and counseling [seeUse in Specific Populations (8.1)].

Special Prescribing Requirements

Because of the risk of teratogenicity and to minimize fetal exposure, ABSORICA is
available only through a restricted program under a Risk Evaluation and Mitigation
Strategy (REMS) called iPLEDGE™, Under the ABSORICA REMS, prescribers,
patients, pharmacies, and distributors must enroll and be registered in the program
[seeWarnings and Precautions (5.2)].

1 INDICATIONS AND USAGE

ABSORICA is aretinoid indicated for the treatment of severe recalcitrant nodular acne in patients 12
years of age and older. Nodules are inflammatory lesions with a diameter of 5 mm or greater. The

nodules may become suppurative or hemorrhagic. “Severe,” by definition, means “many” as opposed to
“few or several” nodules. Because of significant adverse reactions associated with its use,

ABSORICA should be reserved for patients with multiple severe nodular acne who are unresponsive to

conventional therapy, including systemic antibiotics. In addition, ABSORICA is indicated only for those

female patients who are not pregnant, because ABSORICA can cause severe birth defects [see
Contraindications (4.1)].




Limitations of Use

A single course of therapy for 15 to 20 weeks has been shown to result in complete and prolonged
remission of disease in many patients. If a second course of therapy is needed, it should not be initiated
until at least 8 weeks after completion of the first course, because experience with isotretinoin has
shown that patients may continue to improve following treatment with isotretinoin. The optimal interval
before retreatment has not been defined for patients who have not completed skeletal growth
[seeWarnings and Precautions (5.12)].

As apart of the iPLEDGE program, ABSORICA may only be administered to patients enrolled in the
program [seeWarnings and Precautions (5.2)].

2 DOSAGE AND ADMINISTRATION

Healthcare professionals who prescribe ABSORICA must be certified in the iPLEDGE program and
must comply with the required monitoring to ensure safe use of ABSORICA [see Warnings and
Precautions (5.2)].

The required laboratory testing must be completed prior to dosing ABSORICA [see Dosage and
Administration (2.4)].

Pregnancy Testing, and Contraceptive measures must be followed prior to dosing ABSORICA [seeUse
in Specific Populations (8.6)].
2.1 Recommended Dosage

The recommended dosage range for ABSORICA is 0.5 to 1 mg/kg/day givenintwo divided doses
without regard to meals for 15 to 20 weeks (see Table 1). To decrease the risk of esophageal irritation,
patients should swallow the capsules with a full glass of liquid [seePatient Counseling Information (17)].

The safety of once daily dosing with ABSORICA has not been established. Once daily dosing is not
recommended.

Table 1: ABSORICA Dosing by Body Weight (Based on Adminis tration With or Without Food)

Body Weight Total Daily (mg)
Kilograms Pounds 0.5 mg/kg 1 mg/kg 2 mg/kg
40 88 20 40 80
50 110 25 50 100
60 132 30 60 120
70 154 35 70 140
80 176 40 80 160
90 198 45 90 180
100 220 50 100 200

2.2 Dosage Range

In trials comparing 0.1, 0.5, and 1 mg/kg/day, it was found that all dosages provided initial clearing of
disease, but there was a greater need for retreatment with the lower dosages. During treatment, the dose
may be adjusted according to response of the disease and/or the appearance of clinical side effects,
some of which may be dose-related. Adult patients whose disease is very severe with scarring or is
primarily manifested on the trunk may require dose adjustments up to 2 mg/kg/day, as tolerated.

2.3 Duration of Use

A normal course of treatment is 15 — 20 weeks. If the total nodule count has been reduced by more than
70% prior to completing 15 to 20 weeks of treatment, the drug may be discontinued. After a period of 2



months or more off therapy, and if warranted by persistent or recurring severe nodular acne, a second
course of therapy may be initiated. The optimal interval before retreatment has not been defined for
patients who have not completed skeletal growth. Long-termuse of ABSORICA, eveninlow doses, has
not been studied, and is not recommended. It is important that ABSORICA be given at the recommended
doses for no longer than the recommended duration. The effect of long-termuse of ABSORICA on
bone loss is unknown [seeWarnings and Precautions (5.12)].

2.4 Laboratory Testing

Pregnancy Testing

[SeeUse in Specific Populations (8.6)]

Lipid Profile

Perform a fasting lipid profile including triglycerides prior to use of ABSORICA [seeWarnings and
Precautions (5.8, 5.15)].

Liver Function Test

Performliver function tests prior to use of ABSORICA [seeWarnings and Precautions (5.10, 5.15)].

3 DOSAGE FORMS AND STRENGTHS
ABSORICA is available in 10 mg, 20 mg, 25 mg, 30 mg, 35 mg and 40 mg capsules.

10 mg: Dark yellow, opaque, capsule imprinted with black ink “G 240” on cap and “10” on the
body

20 mg: Red, opaque, capsule imprinted with black ink “G 241” on cap and “20” on the body

25 mg: Green, opaque, capsule imprinted with white ink “G 342” on cap and “25” on the body

30 mg: Brown, opaque, capsule imprinted with white ink “G 242” on cap and “30” on the body
35 mg: Dark blue, opaque, capsule imprinted with white ink “G 343” on cap and “35” on the body
40 mg: Brown and red, capsule imprinted with white ink “G 325” on cap and “40” on the body

4 CONTRAINDICATIONS

4.1 Pregnancy

ABSORICA can cause fetal harm when administered to a pregnant woman. Major congenital
malformations, spontaneous abortions, and premature births have been documented following pregnancy
exposure to isotretinoin in any amount and even for short periods of time. ABSORICA is
contraindicated in females who are or may become pregnant. If this drug is used during pregnancy, or if
the patient becomes pregnant while taking this drug, treatment should be discontinued and the patient
should be apprised of the potential hazard to the fetus [seeUse in Specific Populations (8.1)].

4.2 Hypersensitivity

Hypersensitivity to this product (or Vitamin A, given the chemical similarity to isotretinoin) or to any of
its components [seeWarnings and Precautions (5.14)].

5 WARNINGS AND PRECAUTIONS

ABSORICA must not be used by female patients who are or may become pregnant. There is an
extremely high risk that severe birth defects will result if pregnancy occurs while taking ABSORICA in
any amount, even for short periods of time.



5.1 Embryofetal T oxicity

Teratogenicity

Major congenital malformations, spontaneous abortions, and premature births have been documented
following pregnancy exposure to isotretinoin [seeUse in Specific Populations (8.1)]. Females of
childbearing potential must comply with the pregnancy testing and contraception requirements described
in the iPLEDGE program [seeWarnings and Precautions (5.2) and Use in Specific Populations (8.6)].
There are no accurate means of determining whether an exposed fetus has been affected.

No Blood Donation

Patients must be informed not to donate blood during isotretinoin therapy and for 1 month following
discontinuation of the drug because the blood might be given to a pregnant female patient whose fetus
must not be exposed to isotretinoin.

5.2 iIPLEDGE Program

Because of the risk of teratogenicity and to minimize fetal exposure, ABSORICA is available only
through a restricted program under a REMS called iPLEDGE. Under the ABSORICA REMS,
prescribers, patients, pharmacies, and distributors must enroll and be registered in the program.
ABSORICA must not be prescribed, dispensed or otherwise obtained through the internet or any other
means outside of the iPLEDGE program. Only FDA-approved isotretinoin products must be distributed,
prescribed, dispensed, and used.

Required components of the iPLEDGE Program are:
* ABSORICA must only be prescribed by prescribers who are registered and activated with the

iPLEDGE program and agree to comply with the REMS requirements described in the booklets

entitled The Guide to Best Practices for the iPLEDGE Program, The iPLEDGE Program Prescriber

Contraception Counseling Guide, and Recognizing Psychiatric Disorders in Adolescents and Young

Adults: A Guide for Prescribers of Isotretinoin.

* Male patients and Female patients not of childbearing potential: To obtain ABSORICA, these
patients must understand the risks and benefits of ABSORICA, comply with the REMS
requirements described in the booklet entitted The iPLEDGE Program Guide to Isotretinoin for
Male Patients and Female Patients Who Cannot Get Pregnant, and sign a Patient
Information/Informed Consent form.

* Female patients of childbearing potential: ABSORICA is contraindicated in female patients who
are or may become pregnant [seeContraindications (4.1)].

* Female patients of childbearing potential who are not pregnant must understand the risks and
benefits, comply with the REMS requirements described in the booklet entitled The iPLEDGE
Program Guide to Isotretinoin for Female Patients Who Can Get Pregnant and The iPLEDGE
Program Birth Control Workbook (including the pregnancy testing and contraception requirements
[seeUse in Specific Populations (8.6) and Patient Counseling Information (17)]), and sign a Patient
Information/Informed Consent form and Patient Information/Informed Consent About Birth Defects
form. Additionally, the patient must answer questions about the iPLEDGE program and pregnancy
prevention monthly.

* Pharmacies that dispense ABSORICA must be registered and activated with iPLEDGE, must only
dispense to patients who are authorized to receive ABSORICA, and agree to comply with the
REMS requirements described in the booklet entitted The Pharmacist Guide for the iPLEDGE
Program.

* Female patients of childbearing potential must fill and pick up the prescription within 7 days of the
specimen collection for the pregnancy test; male patients and female patients not of childbearing
potential must fill and pick up the prescription within 30 days of the office visit.

* ABSORICA must only be dispensed in no more than a 30-day supply with a Medication Guide.



Refills require a new prescription and a new authorization fromthe iPLEDGE system.

* Wholesalers and distributors that distribute ABSORICA must be registered with iPLEDGE and
agree to comply with the REMS requirements.

If a pregnancy does occur during ABSORICA treatment, ABSORICA must be discontinued immediately.
The patient should be referred to an obstetrician-gynecologist experienced in reproductive toxicity for
further evaluation and counseling. Any suspected fetal exposure during or 1 month after ABSORICA
therapy must be reported immediately to the FDA via the MedWatch telephone number 1-800-FDA-
1088 and also to the iPLEDGE pregnancy registry at 1-866-495-0654 or via the internet
(www.ipledgeprogram.com).

Further information, including a list of qualified pharmacies, is available at www.ipledgeprogram.com
or 1-866-495-0654.

5.3 Unacceptable Contraception
Micro-dosed Progesterone Preparations

Micro-dosed progesterone preparations (“minipills” that do not contain an estrogen) are an inadequate
method of contraception during ABSORICA therapy.

5.4 Psychiatric Disorders

[sotretinoin may cause depression, psychosis and, rarely, suicidal ideation, suicide attempts, suicide,
and aggressive and/or violent behaviors. No mechanism of action has been established for these
reactions [seeAdverse Reactions (6.1)]. Prescribers should read the brochure, Recognizing Psychiatric
Disorders in Adolescents and Young Adults: A Guide for Prescribers of Isotretinoin. Prescribers should be
alert to the warning signs of psychiatric disorders to guide patients to receive the help they need.
Therefore, prior to initiation of ABSORICA therapy, patients and family members should be asked
about any history of psychiatric disorder, and at each visit during therapy patients should be assessed
for symptoms of depression, mood disturbance, psychosis, or aggressionto determine if further
evaluation may be necessary. Signs and symptoms of depression, as described in the brochure
(Recognizing Psychiatric Disorders in Adolescents and Young Adults), include sad mood, hopelessness,
feelings of guilt, worthlessness or helplessness, loss of pleasure or interest in activities, fatigue,
difficulty concentrating, change in sleep pattern, change in weight or appetite, suicidal thoughts or
attempts, restlessness, irritability, acting on dangerous impulses, and persistent physical symptoms
unresponsive to treatment. Patients should stop ABSORICA and the patient or a family member should
promptly contact their prescriber if the patient develops depression, mood disturbance, psychosis, or
aggression, without waiting until the next visit. Discontinuation of ABSORICA therapy may be
insufficient; further evaluation may be necessary. While such monitoring may be helpful, it may not
detect all patients at risk. Patients may report mental health problems or family history of psychiatric
disorders. These reports should be discussed with the patient and/or the patient's family. A referral to a
mental health professional may be necessary. The physician should consider whether ABSORICA
therapy is appropriate in this setting; for some patients the risks may outweigh the benefits of
ABSORICA therapy.

5.5 Pseudotumor Cerebri

Isotretinoin use has been associated with cases of pseudotumor cerebri (benign intracranial
hypertension), some of which involved concomitant use of tetracyclines. Concomitant treatment with
tetracyclines should therefore be avoided. Early signs and symptoms of pseudotumor cerebri include
papilledema, headache, nausea and vomiting, and visual disturbances. Patients with these symptoms
should be screened for papilledema and, if present, they should be told to discontinue ABSORICA
immediately and be referred to a neurologist for further diagnosis and care [seeAdverse Reactions (6.1)].

5.6 Serious Skin Reactions



There have been post-marketing reports of erythema multiforme and severe skinreactions [e.g.,
Stevens-Johnson syndrome (SJS), toxic epidermal necrolysis (TEN)] associated with isotretinoin use.
These reactions may be serious and result in death, life-threatening events, hospitalization, or disability.
Patients should be monitored closely for severe skinreactions, and discontinuation of ABSORICA
should be considered if warranted.

5.7 Pancreatitis

Acute pancreatitis has beenreported in isotretinoin-treated patients with either elevated or normal serum
triglyceride levels. Inrare instances, fatal hemorrhagic pancreatitis has beenreported. ABSORICA
should be stopped if hypertriglyceridemia cannot be controlled at an acceptable level or if symptoms of
pancreatitis occur.

5.8 Lipid Abnormalities

Elevations of serumtriglycerides in excess of 800 mg/dL have beenreported in patients treated with
isotretinoin. Marked elevations of serum triglycerides were reported in approximately 25% of patients
receiving isotretinoin in clinical trials. In addition, approximately 15% developed a decrease in high-
density lipoproteins and about 7% showed an increase in cholesterol levels. In clinical trials, the effects
of triglycerides, HDL and cholesterol were reversible upon cessation of isotretinoin therapy. Some
patients have been able to reverse triglyceride elevation by reduction in weight, restriction of dietary
fat and alcohol, and reduction in the dose while continuing isotretinoin.

Blood lipid determinations should be performed before ABSORICA is given and then at intervals until
the lipid response to ABSORICA is established, which usually occurs within 4 weeks. Especially
careful consideration must be given to risk/benefit for patients who may be at high risk of
triglyceridemia during ABSORICA therapy (patients with diabetes, obesity, increased alcohol intake,
lipid metabolism disorder or familial history of lipid metabolism disorder). If ABSORICA therapy is
instituted, more frequent checks of serum values for lipids and/or blood sugar are recommended
[seeWarnings and Precautions (5.15)].

The cardiovascular consequences of hypertriglyceridemia associated with isotretinoin are unknown.

5.9 Hearing Impairment

Impaired hearing has beenreported in patients taking isotretinoin; in some cases, the hearing impairment
has beenreported to persist after therapy has been discontinued. Mechanism(s) and causality for this
reaction have not been established. Patients who experience tinnitus or hearing impairment should
discontinue ABSORICA treatment and be referred for specialized care for further evaluation
[seeAdverse Reactions (6.1)].

5.10 Hepatotoxicity

Clinical hepatitis considered to be possibly or probably related to isotretinoin therapy has been
reported. Additionally, mild to moderate elevations of liver enzymes have been observed in
approximately 15% of individuals treated during clinical trials with isotretinoin, some of which
normalized with dosage reduction or continued administration of the drug. If normalization does not
readily occur or if hepatitis is suspected during treatment with ABSORICA, the drug should be
discontinued and the etiology further investigated.

5.11 Inflammatory Bowel Disease

Isotretinoin has been associated with inflammatory bowel disease (including regional ileitis) in patients
without a prior history of intestinal disorders. In some instances, symptoms have been reported to
persist after isotretinoin treatment has been stopped. Patients experiencing abdominal pain, rectal
bleeding or severe diarrhea should discontinue ABSORICA immediately [seeAdverse Reactions (6.1)].

5.12 Skeletal Abnormalities



Bone Mineral Density Changes

Isotretinoin may have a negative effect on bone mineral density (BMD) in some patients. In a clinical
trial of ABSORICA and a generic product of Accutane® (isotretinoin), 27/306 (8.8%) of adolescents
had BMD declines, defined as > 4% lumbar spine or total hip, or > 5% femoral neck, during the 20
week treatment period. Repeat scans conducted within 2-3 months after the post-treatment scan showed
no recovery of BMD. Longer term data at 4-11 months showed that 3 out of 7 patients had total hip and
femoral neck BMD below pre-treatment baseline, and 2 others did not show the increase in BMD above
baseline expected in this adolescent population. Therefore, physicians should use caution when
prescribing ABSORICA to patients with a history of childhood osteoporosis conditions, osteomalacia,
or other disorders of bone metabolism. This would include patients diagnosed with anorexia nervosa
and those who are on chronic drug therapy that causes drug-induced osteoporosis/osteomalacia and/or
affects vitamin D metabolism, such as systemic corticosteroids and any anticonvulsant [see Use in
Specific Populations (8.4)].

Mus culoskeletal Abnormalities

Approximately 16% of patients treated with isotretinoinin a clinical trial developed musculoskeletal
symptoms (including arthralgia) during treatment. In general, these symptoms were mild to moderate, but
occasionally required discontinuation of the drug.

In a trial of pediatric patients treated with isotretinoin, approximately 29% (104/358) developed back
pain. Back pain was severe in 13.5% (14/104) of the cases and occurred at a higher frequency in female
patients than male patients. Arthralgias were experienced in 22% (79/358) of pediatric patients.
Arthralgias were severe in 7.6% (6/79) of patients. Appropriate evaluation of the musculoskeletal
system should be done in patients who present with these symptoms during or after a course of
ABSORICA. Consideration should be givento discontinuation of ABSORICA if any significant
abnormality is found.

There have been spontaneous reports of osteoporosis, osteopenia, bone fractures and/or delayed
healing of bone fractures in patients while on therapy with isotretinoin or following cessation of
therapy with isotretinoin. While causality to isotretinoin has not been established, an effect cannot be
ruled out.

Patients may be at an increased risk when participating in sports with repetitive impact where the risks of
spondylolisthesis with and without pars fractures and hip growth plate injures in early and late
adolescence are known.

Effects of multiple courses of isotretinoin on the developing musculoskeletal system are unknown.
There is some evidence that long-term, high-dose, or multiple courses of therapy with isotretinoin have
more of an effect than a single course of therapy on the musculoskeletal system.

Longer term effects have not been studied. It is important that ABSORICA be given at the recommended
doses for no longer than the recommended duration.

Hyperostosis

A high prevalence of skeletal hyperostosis was noted in clinical trials for disorders of keratinization
with a mean dose of 2.24 mg/kg/day of isotretinoin. Additionally, skeletal hyperostosis was noted in 6
of 8 patients in a prospective trial of disorders of keratinization. Minimal skeletal hyperostosis and
calcification of ligaments and tendons have also been observed by x-ray in prospective trials of nodular
acne patients treated with a single course of therapy at recommended doses. The skeletal effects of
multiple isotretinoin treatment courses for acne are unknown.

In a clinical trial of 217 pediatric patients (12 to 17 years) with severe recalcitrant nodular acne,
hyperostosis was not observed after 16 to 20 weeks of treatment with approximately 1 mg/kg/day of
isotretinoin given in two divided doses. Hyperostosis may require a longer time frame to appear. The
clinical course and significance remain unknown.



Premature Epiphyseal Closure

There are spontaneous literature reports of premature epiphyseal closure inacne patients receiving
recommended doses of isotretinoin. The effect of multiple courses of isotretinoin on epiphyseal
closure is unknown.

Ina 20-week clinical trial that included 289 adolescents on ABSORICA or a generic product of
Accutane® (isotretinoin) who had hand radiographs taken to assess bone age, a total of 9 (3.11%)
patients had bone age changes that were clinically significant and for which a drug-related effect cannot
be excluded.

5.13 Ocular Abnormalities

Visual problems should be carefully monitored. All ABSORICA patients experiencing visual
difficulties should discontinue ABSORICA treatment and have an ophthalmological examination [see
Adverse Reactions (6.1)].

Corneal Opacities

Corneal opacities have occurred in patients receiving isotretinoin for acne and more frequently when
higher drug dosages were used in patients with disorders of keratinization. The corneal opacities that
have been observed in clinical trial patients treated with isotretinoin have either completely resolved or
were resolving at follow-up 6 to 7 weeks after discontinuation of the drug [see Adverse Reactions (6.1)].

Decreased Night Vision

Decreased night vision has beenreported during isotretinoin therapy and in some instances the event has
persisted after therapy was discontinued. Because the onset in some patients was sudden, patients should
be advised of this potential problem and warned to be cautious when driving or operating any vehicle at
night.

Dry Eye

Dry eye has beenreported in subjects during isotretinoin therapy. Patients who wear contact lenses may
have trouble wearing them while on ABSORICA treatment and afterwards.

5.14 Hypersensitivity

Anaphylactic reactions and other allergic reactions have beenreported inisotretinoin-treated patients.
Cutaneous allergic reactions and serious cases of allergic vasculitis, often with purpura (bruises and
red patches) of the extremities and extracutaneous involvement (including renal) have beenreported.

Severe allergic reaction necessitates discontinuation of therapy and appropriate medical management.

5.15 Laboratory Monitoring for Adverse Reactions
Lipids Test

Pretreatment and follow-up blood lipids should be obtained under fasting conditions. After consumption
of alcohol, at least 36 hours should elapse before these determinations are made. It is recommended that
these tests be performed at weekly or biweekly intervals until the lipid response to ABSORICA is
established. The incidence of hypertriglyceridemia is 1 patient in 4 on isotretinoin [see Warnings and
Precautions (5.8)].

Liver Function Test

Since elevations of liver enzymes have been observed during clinical trials, and hepatitis has been
reported in patients on isotretinoin, pretreatment and follow-up liver function tests should be performed
at weekly or biweekly intervals until the response to ABSORICA has been established [see Warnings
and Precautions (5.10)].

Glucose



Some patients receiving isotretinoin have experienced problems in the control of their blood sugar. In
addition, new cases of diabetes have been diagnosed during isotretinoin therapy, although no causal
relationship has been established.

CPK

Some patients undergoing vigorous physical activity while onisotretinoin therapy have experienced
elevated CPK levels; however, the clinical significance is unknown. There have beenrare
postmarketing reports of rhabdomyolysis, some associated with strenuous physical activity. In an
isotretinoin clinical trial of 924 patients, marked elevations in CPK (=350 U/L) were observed in
approximately 24% of patients. In another clinical trial of 217 pediatric patients (12 — 17 years)
elevations in CPK were observed in 12% of patients, including those undergoing strenuous physical
activity in association with reported musculoskeletal adverse events such as back pain, arthralgia, limb
injury, or muscle sprain. In these patients, approximately half of the CPK elevations returned to normal
within 2 weeks and half returned to normal within 4 weeks. No cases of rhabdomyolysis were reported
in this clinical trial.

6 ADVERSE REACTIONS

The following adverse reactions with ABSORICA or other isotretinoin products are described in more
detail in other sections of the labeling:

Embryofetal Toxicity [see Warnings and Precautions (5.1)]
Psychiatric Disorders [see Warnings and Precautions (5.4)]
Pseudotumor Cerebri [see Warnings and Precautions (5.5)]
Serious Skin Reactions [see Warnings and Precautions (5.6)]
Pancreatitis [see Warnings and Precautions (5.7)]

Lipid Abnormalities [see Warnings and Precautions (5.8)]
Hearing Impairment [see Warnings and Precautions (5.9)]
Hepatotoxicity [see Warnings and Precautions (5.10)]
Inflammatory Bowel Disease [see Warnings and Precautions (5.11)]
Skeletal Abnormalities [see Warnings and Precautions (5.12)]
Ocular Abnormalities [see Warnings and Precautions (5.13)]
Hypersensitivity [see Warnings and Precautions (5.14)]

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed
in the clinical trials of ABSORICA cannot be directly compared to rates in clinical trials of other drugs
and may not reflect the rates observed in practice.

The adverse reactions listed below reflect both clinical experience with ABSORICA, and consider
other adverse reactions that are known from clinical trials and the post-marketing surveillance with oral
isotretinoin. The relationship of some of these events to isotretinoin therapy is unknown. Many of the
side effects and adverse events seen in patients receiving isotretinoin are similar to those described in
patients taking very high doses of vitamin A (dryness of the skin and mucous membranes, e.g., of the
lips, nasal passage, and eyes).

Dose Relations hip

Cheilitis and hypertriglyceridemia are adverse reactions that are usually dose related. Most adverse
reactions reported in clinical trials with isotretinoin were reversible when therapy was discontinued;
however, some persisted after cessation of therapy.

Body as a Whole



The following adverse reactions have beenreported ina clinical trial conducted with ABSORICA and a
generic product of Accutane® (isotretinoin): fatigue, irritability, pain. In addition to the above adverse
reactions, the following adverse reactions have beenreported with isotretinoin: allergic reactions,
including vasculitis, systemic hypersensitivity, edema, lymphadenopathy, weight loss.

Cardiovascular

The following adverse reactions have been reported with isotretinoin: vascular thrombotic disease,
stroke, palpitation, tachycardia.

Endocrine/Metabolism and Nutritional

The following adverse reactions have beenreported ina clinical trial conducted with ABSORICA and a
generic product of Accutane® (isotretinoin): decreased appetite, weight fluctuation, hyperlipidaemia. In
addition to the above adverse reactions, the following adverse reactions have beenreported with
isotretinoin: hypertriglyceridemia, alterations in blood sugar.

Gastrointes tinal

The following adverse reactions have beenreported ina clinical trial conducted with ABSORICA and a
generic product of Accutane® (isotretinoin): lip dry, chapped lips, cheilitis, nausea, constipation,
diarrhea, abdominal pain, vomiting. In addition to the above adverse reactions, the following adverse
reactions have beenreported with isotretinoin: inflammatory bowel disease, hepatitis, pancreatitis,
bleeding and inflammation of the gums, colitis, esophagitis/esophageal ulceration, ileitis, and other
nonspecific gastrointestinal symptoms.

Hematologic

The following adverse reactions have beenreported with isotretinoin: allergic reactions, anemia,
thrombocytopenia, neutropenia, rare reports of agranulocytosis.

Infections and infestations

The following adverse reactions have beenreported ina clinical trial conducted with ABSORICA and a
generic product of Accutane® (isotretinoin): nasopharyngitis, hordeolum, upper respiratory tract
infection. In addition to the above adverse reactions, the following adverse reaction has beenreported
with isotretinoin: infections (including disseminated herpes simplex).

Laboratory Abnormalities

The following changes in laboratory tests have been noted in a clinical trial conducted with
ABSORICA and a generic product of Accutane® (isotretinoin): blood creatine phosphokinase (CPK)
increased, blood triglycerides increased, alanine aminotransferase (SGPT) increased, aspartate
aminotransferase (SGOT) increased, gamma-glutamyltransferase (GGTP) increased, blood cholesterol
increased, low density lipoprotein (LDL) increased, white blood cell count decreased, blood alkaline
phosphatase increased, blood bilirubin increased, blood glucose increased, high density lipopoprotein
(HDL) decreased, bone mineral density decreased. In addition to the above adverse reactions, the
following adverse reactions have beenreported with isotretinoin: increased LDH, elevation of fasting
blood sugar, hyperuricemia, decreases inred blood cell parameters, decreases in white blood cell
counts (including severe neutropenia and rare reports of agranulocytosis), elevated sedimentation rates,
elevated platelet counts, thrombocytopenia, white cells in the urine, proteinuria, microscopic or gross
hematuria.

Mus culoskeletal and Connective Tissue

The following adverse reactions have beenreported in a clinical trial conducted with ABSORICA and a
generic product of Accutane® (isotretinoin): decreases in bone mineral density, musculoskeletal
symptoms (sometimes severe) including back pain, athralgia, musculoskeletal discomfort,
musculoskeletal pain, neck pain, pain in extremity, myalgia, musculoskeletal stiffness [seeWarnings and
Precautions (5.12)]. In addition to the above adverse reactions, the following adverse reactions have



beenreported with isotretinoin: skeletal hyperostosis, calcification of tendons and ligaments, premature
epiphyseal closure, tendonitis, arthritis, transient pain in the chest, and rare reports of rhabdomyolysis.

Neurological

The following adverse reactions have beenreported in a clinical trial conducted with ABSORICA and a
generic product of Accutane® (isotretinoin): headache, syncope. In addition to the above adverse
reactions, other adverse reactions reported with isotretinoin include: pseudotumor cerebri, dizziness,
drowsiness, lethargy, malaise, nervousness, paresthesias, seizures, stroke, weakness.

Psychiatric

The following adverse reactions have beenreported in clinical trials conducted with ABSORICA and a
generic product of Accutane® (isotretinoin): suicidal ideation, insomnia, anxiety, depression,
irritability, panic attack, anger, euphoria, violent behaviors, emotional instability. In addition to the
above adverse reactions, the following adverse reactions have beenreported with isotretinoin: suicide
attempts, suicide, aggression, psychosis and hallucination auditory. Of the patients reporting
depression, some reported that the depression subsided with discontinuation of therapy and recurred
with reinstitution of therapy.

Reproductive System
The following adverse reaction has beenreported with isotretinoin: abnormal menses.
Respiratory

The following adverse reactions have beenreported in a clinical trial conducted with ABSORICA and a
generic product of Accutane® (isotretinoin): epistaxis, nasal dryness. In addition to the above adverse
reactions, the following adverse reactions have beenreported with isotretinoin: bronchospasms (with
or without a history of asthma), respiratory infection, voice alteration.

Skin and Subcutaneous Tissue

The following adverse reactions have beenreported in a clinical trial conducted with ABSORICA and a
generic product of Accutane® (isotretinoin): dry skin, dermatitis, eczema, rash, dermatitis contact,
alopecia, pruritus, sunburn, erythema. In addition to the above adverse reactions, the following adverse
reactions have beenreported with isotretinoin: acne fulminans, alopecia (which in some cases persists),
bruising, dry nose, eruptive xanthomas, erythema multiforme, flushing, fragility of skin, hair
abnormalities, hirsutism, hyperpigmentation and hypopigmentation, nail dystrophy, paronychia, peeling
of palms and soles, photoallergic/photosensitizing reactions, pruritus, pyogenic granuloma, rash
(including facial erythema, seborrhea, and eczema), Stevens-Johnson syndrome, sunburn susceptibility
increased, sweating, toxic epidermal necrolysis, urticaria, vasculitis (including Wegener's
granulomatosis), abnormal wound healing (delayed healing or exuberant granulation tissue with
crusting).

Special Senses

Hearing: The following adverse reactions have beenreported with isotretinoin: tinnitus and hearing
impairment.

Ocular: The following adverse reactions have beenreported in clinical trials conducted with
ABSORICA and a generic product of Accutane® (isotretinoin): dry eye, visual acuity reduced, vision
blurred, eye pruritis, eye irritation, asthenopia, decreased night vision, ocular hyperemia, increased
lacrimation, and conjunctivitis. In addition to the above adverse reactions, the following adverse
reactions have beenreported with isotretinoin: corneal opacities, decreased night vision which may
persist, cataracts, color vision disorder, conjunctivitis, eyelid inflammation, keratitis, optic neuritis,
photobia, visual disturbances.

Renal and Urinary

The following adverse reactions have beenreported in clinical trials conducted with isotretinoin:



glomerulonephritis, nonspecific urogenital findings.

7 DRUG INTERACTIONS

7.1 Vitamin A

ABSORICA is closely related to vitamin A. Therefore, the use of both vitamin A and ABSORICA at the
same time may lead to vitamin A side effects. Patients should be advised against taking vitamin
supplements containing Vitamin A to avoid additive toxic effects.

7.2 Tetracyclines

Concomitant treatment with ABSORICA and tetracyclines should be avoided because isotretinoin use
has been associated with a number of cases of pseudotumor cerebri (benign intracranial hypertension),
some of which involved concomitant use of tetracyclines.

7.3 Phenytoin

Isotretinoin has not been shown to alter the pharmacokinetics of phenytoinin a trial in seven healthy
volunteers. These results are consistent with the in vitro finding that neither isotretinoin nor its
metabolites induce or inhibit the activity of the CYP2C9 human hepatic P450 enzyme. Phenytoin is
known to cause osteomalacia. No formal clinical trials have been conducted to assess if there is an
interactive effect on bone loss between phenytoin and isotretinoin. Therefore, caution should be
exercised when using these drugs together.

7.4 St. John's Wort

Isotretinoin use is associated with depression in some patients. Patients should be prospectively
cautioned not to self-medicate with the herbal supplement St. John's Wort because a possible interaction
has been suggested with hormonal contraceptives based onreports of breakthrough bleeding on oral
contraceptives shortly after starting St. John's Wort. Pregnancies have beenreported by users of
combined hormonal contraceptives who also used some formof St. John's Wort.

7.5 Systemic Corticosteroids

Systemic corticosteroids are known to cause osteoporosis. No formal clinical trials have been
conducted to assess if there is an interactive effect on bone loss between systemic corticosteroids and
isotretinoin. Therefore, caution should be exercised when using these drugs together.

7.6 Norethindrone/ethinyl estradiol

In a trial of 31 premenopausal female patients with severe recalcitrant nodular acne receiving
Norethindrone/ethinyl estradiol as an oral contraceptive agent, isotretinoin at the recommended dose of
1 mg/kg/day, did not induce clinically relevant changes in the pharmacokinetics of ethinyl estradiol and
norethindrone and in the serum levels of progesterone, follicle-stimulating hormone (FSH) and
luteinizing hormone (LH). Prescribers are advised to consult the package insert of medication
administered concomitantly with hormonal contraceptives, since some medications may decrease the
effectiveness of these birth control products.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
Pregnancy Category X [see Contraindications (4) and Warnings and Precautions (5.1)].

Risk Summary
ABSORICA is contraindicated during pregnancy because isotretinoin can cause can cause fetal harm



when administered to a pregnant woman. There is anincreased risk of major congenital malformations,
spontaneous abortions, and premature births following isotretinoin exposure during pregnancy in
humans. If this drug is used during pregnancy, or if the patient becomes pregnant while taking the drug,
the patient should be apprised of the potential hazard to a fetus.

Clinical Considerations

If pregnancy does occur during treatment of a female patient who is taking ABSORICA, ABSORICA
must be discontinued immediately and she should be referred to an obstetrician-gynecologist
experienced inreproductive toxicity for further evaluation and counseling.

Human Data

Major congenital malformations that have been documented following isotretinoin exposure include
malformations of the face, eyes, ears, skull, central nervous system, cardiovascular system, and thymus
and parathyroid glands. External malformations include: skull; ear (including anotia, micropinna, small or
absent external auditory canals); eye (including microphthalmia); facial dysmorphia and cleft palate.
Internal abnormalities include: CNS (including cerebral and cerebellar malformations, hydrocephalus,
microcephaly, cranial nerve deficit); cardiovascular; thymus gland; parathyroid hormone deficiency. In
some cases death has occurred as a result of the malformations.

Isotretinoin is found in the semen of male patients taking isotretinoin, but the amount delivered to a
female partner would be about one million times lower than an oral dose of 40 mg. While the no-effect
limit for isotretinoin induced embryopathy is unknown and 20 years of post-marketing reports include
four reports with isolated defects compatible with features of retinoid exposed fetuses, two of these
reports were incomplete and two had other possible explanations for the defects observed.

Cases of IQ scores less than 85 with or without other abnormalities have beenreported. Anincreased
risk of spontaneous abortion and premature births have been documented with isotretinoin exposure
during pregnancy.

8.3 Nursing Mothers

It is not known whether this drug is present in human milk. Because many drugs are present in human milk
and because of the potential for serious adverse reactions in nursing infants from ABSORICA, a
decision should be made whether to discontinue nursing or to discontinue the drug, taking into account
the importance of the drug to the mother.

8.4 Pediatric Use

The use of ABSORICA in pediatric patients less than 12 years of age has not been studied. The use of
ABSORICA for the treatment of severe recalcitrant nodular acne in pediatric patients ages 12 to 17
years should be given careful consideration, especially for those patients where a known metabolic or
structural bone disease exists [see Warnings and Precautions (5.12)]. Use of ABSORICA in this age
group for severe recalcitrant nodular acne is supported by evidence froma clinical trial of ABSORICA
compared to a generic product of Accutane® (isotretinoin) in 397 pediatric patients (12 to 17 years).
Results from this trial demonstrated that both ABSORICA and the other isotretinoin drug product, at a
dose of 1 mg/kg/day givenintwo divided doses, was effective in treating severe recalcitrant nodular
acne in pediatric patients.

In trials with isotretinoin, adverse reactions reported in pediatric patients were similar to those
described in adults except for the increased incidence of back pain and arthralgia (both of which were
sometimes severe) and myalgia in pediatric patients. In a trial of pediatric patients treated with
isotretinoin, approximately 29% (104/358) developed back pain. Back pain was severe in 13.5%
(14/104) of the cases and occurred at a higher frequency in female patients than male patients.
Arthralgias were experienced in 22% (79/358) of pediatric patients. Arthralgias were severe in 7.6%
(6/79) of patients. Appropriate evaluation of the musculoskeletal system should be done in patients who
present with these symptoms during or after a course of ABSORICA. Consideration should be given to



discontinuation of ABSORICA if any significant abnormality is found.

The effect on bone mineral density (BMD) of a 20-week course of therapy with ABSORICA or a
generic product of Accutane® (isotretinoin) was evaluated in a double-blind, randomized clinical trial
involving 396 adolescents with severe recalcitrant nodular acne (mean age 15.4, range 12-17, 80%
males). Following 20 weeks of treatment, there were no statistically significant differences between the
treatment groups. The mean changes in BMD from baseline for the overall trial population were 1.8%
for lumbar spine, -0.1% for total hip and -0.3% for femoral neck. Mean BMD Z-scores declined from
baseline at each of these sites (-0.053, -0.109 and -0.104 respectively). Out of 306 adolescents, 27
(8.8%) had clinically significant BMD declines defined as >4% lumbar spine or total hip, or >5%
femoral neck, including 2 subjects for lumbar spine, 17 for total hip and 20 for femoral neck. Repeat
DXA scans within 2-3 months after the post treatment scan showed no recovery of BMD. Longer-term
follow up at 4-11 months showed that 3 out of 7 patients had total hip and femoral neck BMD below pre-
treatment baseline, and 2 others did not show the increase in BMD above baseline expected in this
adolescent population. The significance of these changes inregard to long-term bone health and future
fracture risk is unknown [see Warnings and Precautions (5.12)].

In an open-label clinical trial (N=217) of a single course of therapy with isotretinoin for adolescents
with severe recalcitrant nodular acne, bone density measurements at several skeletal sites were not
significantly decreased (lumbar spine change >-4% and total hip change >-5%) or were increased in the
majority of patients. One patient had a decrease in lumbar spine bone mineral density >4% based on
unadjusted data. Sixteen (7.9%) patients had decreases in lumbar spine bone mineral density >4%, and all
the other patients (92%) did not have significant decreases or had increases (adjusted for body mass
index). Nine patients (4.5%) had a decrease in total hip bone mineral density >5% based on unadjusted
data. Twenty-one (10.6%) patients had decreases in total hip bone mineral density >5%, and all the other
patients (89%) did not have significant decreases or had increases (adjusted for body mass index).
Follow-up trials performed in 8 of the patients with decreased bone mineral density for up to 11 months
thereafter demonstrated increasing bone density in 5 patients at the lumbar spine, while the other 3
patients had lumbar spine bone density measurements below baseline values. Total hip bone mineral
densities remained below baseline (range —1.6% to —7.6%) in 5 of 8 patients (62.5%).

In a separate open-label extension trial of 10 patients, ages 13 to 18 years, who started a second course
of isotretinoin 4 months after the first course, two patients showed a decrease in mean lumbar spine
bone mineral density up to 3.25%.

There are spontaneous literature reports of premature epiphyseal closure in acne patients receiving
recommended doses of isotretinoin. The effect of multiple courses of isotretinoin on epiphyseal
closure is unknown. In a 20-week clinical trial that included 289 adolescents who had hand radiographs
taken to assess bone age, a total of 9 patients had bone age changes that were clinically significant and
for which a drug-related effect cannot be excluded [see Warnings and Precautions (5.12)].

8.5 Geriatric Use

Clinical trials of ABSORICA did not include sufficient numbers of subjects aged 65 years and over to
determine whether they respond differently from younger subjects. Although reported clinical
experience has not identified differences inresponses between elderly and younger patients, effects of
aging might be expected to increase some risks associated with ABSORICA therapy.

8.6 Females of Childbearing Potential

All females of childbearing potential must comply with the iPLEDGE program requirements [see
Warnings and Precautions (5.2)].

Pregnancy Testing

ABSORICA must only be prescribed to female patients who are known not to be pregnant as confirmed
by a negative CLIA-certified laboratory conducted pregnancy test. Female patients of childbearing
potential must have had two negative urine or serum pregnancy tests with a sensitivity of at least 25



mlU/mL before receiving the initial ABSORICA prescription. The first test (a screening test) is
obtained by the prescriber when the decision is made to pursue qualification of the patient for
ABSORICA. The second pregnancy test (a confirmation test) must be done ina CLIA-certified
laboratory. The interval between the two tests must be at least 19 days.

* For patients with regular menstrual cycles, performthe second pregnancy test during the first 5
days of the menstrual period immediately preceding the beginning of ABSORICA therapy and
after the patient has used 2 forms of contraception for 1 month.

For patients with amenorrhea, irregular cycles, or using a contraceptive method that precludes
withdrawal bleeding, perform the second pregnancy test immediately preceding the beginning of
ABSORICA therapy and after the patient has used 2 forms of contraception for 1 month.

Each month of continued ABSORICA therapy, patients must have a negative result froma urine or serum
pregnancy test. A pregnancy test must be repeated each month, ina CLIA-certified laboratory, prior to
the female patient receiving each prescription. A pregnancy test must also be completed at the end of the
entire course of isotretinoin therapy and 1 month after the discontinuation of isotretinoin.

Contraception

Females of childbearing potential must use 2 forms of effective contraception simultaneously, at least 1
of which must be a primary form, unless the patient commits to continuous abstinence from heterosexual
contact, or the patient has undergone a hysterectomy or bilateral oophorectomy, or has been medically
confirmed to be post-menopausal. Patients must use 2 forms of effective contraception for at least 1
month prior to initiation of ABSORICA therapy, during ABSORICA therapy, and for 1 month after
discontinuing ABSORICA therapy. Micro-dosed progesterone preparations (“minipills” that do not
contain an estrogen) are an inadequate method of contraception during isotretinoin therapy [seeWarnings
and Precautions (5.3)].

Effective forms of contraception include both primary and secondary forms of contraception:

Primary forms Secondary forms
Barrier:

male latex condom with or
without spermicide

diaphragm with spermicide
cervical cap with spermicide

Tubal sterilization
Partner’s vasectomy
Intrauterine device

Hormonal (combination oral contraceptives, transdermal  ar.
patch, injectables, implantables, or vaginal ring)

Vaginal sponge (contains
spermicide)

Any birth control method can fail. There have beenreports of pregnancy from female patients who have
used combination oral contraceptives, as well as transdermal patch/ injectable/ implantable/ vaginal ring
hormonal birth control products; these pregnancies occurred while taking isotretinoin. These reports
are more frequent for female patients who use only a single method of contraception. Therefore, it is
critically important for female patients of childbearing potential use 2 effective forms of contraception
simultaneously.

Using two forms of contraception simultaneously substantially reduces the chances that a female will
become pregnant over the risk of pregnancy with either form alone. A drug interaction that decreases
effectiveness of hormonal contraceptives has not been entirely ruled out for isotretinoin. Although



hormonal contraceptives are highly effective, prescribers are advised to consult the package insert of
any medication administered concomitantly with hormonal contraceptives, since some medications may
decrease the effectiveness of these birth control products.

Patients should be prospectively cautioned not to self-medicate with the herbal supplement St. John's
Wort because a possible interaction has been suggested with hormonal contraceptives based onreports
of breakthrough bleeding on oral contraceptives shortly after starting St. John's Wort. Pregnancies have
beenreported by users of combined hormonal contraceptives who also used some formof St. John's
Wort [see Drug Interactions (7.4)].

If the patient has unprotected heterosexual intercourse at any time 1 month before, during, or 1 month
after therapy, she must:

* Stop taking ABSORICA immediately, if on therapy
* Have a pregnancy test at least 19 days after the last act of unprotected heterosexual intercourse

Start using 2 forms of effective contraception simultaneously again for 1 month before resuming
ABSORICA therapy

Have a second pregnancy test after using 2 forms of effective contraception for 1 month as
described above depending on whether she has regular menses or not.

If a pregnancy does occur during ABSORICA treatment, ABSORICA must be discontinued immediately.
The patient should be referred to an Obstetrician-Gynecologist experienced in reproductive toxicity
for further evaluation and counseling. Any suspected fetal exposure during or 1 month after
ABSORICA therapy must be reported immediately to the FDA via the MedWatch number 1-800-FDA-
1088 and also to the iPLEDGE pregnancy registry at 1-866-495-0654 or via the internet
(www.ipledgeprogram.com) [see Warnings and Precautions (5.2)].

10 OVERDOSAGE

In humans, overdosage has been associated with vomiting, facial flushing, cheilosis, abdominal pain,
headache, dizziness, and ataxia. These symptoms quickly resolve without apparent residual effects.

ABSORICA causes serious birth defects at any dosage (see Boxed CONTRAINDICATIONS AND
WARNINGS). Female patients of childbearing potential who present with ABSORICA overdose must
be evaluated for pregnancy. Patients who are pregnant should receive counseling about the risks to the
fetus, as described in the Boxed CONTRAINDICATIONS AND WARNINGS. Non-pregnant patients
must be warned to avoid pregnancy for at least one month and receive contraceptive counseling as
described in Warnings and Precautions (5). Educational materials for such patients can be obtained by
calling the manufacturer. Because an overdose would be expected to result in higher levels of
isotretinoin in semen than found during a normal treatment course, male patients should use a condom, or
avoid reproductive sexual activity with a female patient who is or might become pregnant, for 1 month
after the overdose. All patients with ABSORICA overdose should not donate blood for at least 1 month.

11 DESCRIPTION

ABSORICA (isotretinoin) Capsules contain 10 mg, 20 mg, 25 mg, 30 mg, 35 mg or 40 mg of
isotretinoin (a retinoid) in hard gelatin capsules for oral administration. In addition to the active
ingredient, isotretinoin, each capsule contains the following inactive ingredients: propyl gallate,
sorbitan monooleate, soybean oil and stearoyl polyoxylglycerides. The gelatin capsules contain the
following dye systems:

10 mg — iron oxide (yellow) and titanium dioxide;
20 mg — iron oxide (red), and titanium dioxide;
* 25mg — FD&C Blue #1, FD&C Yellow #5, FD&C Yellow #6 and titanium dioxide;



* 30 mg —ironoxide (black, red and yellow) and titanium dioxide;
* 35 mg — FD&C Blue #2, iron oxide (black, red and yellow) and titanium dioxide;
* 40 mg —ironoxide (black, red and yellow) and titanium dioxide.

Chemically, isotretinoin is 13-cis-retinoic acid and is related to both retinoic acid and retinol (vitamin
A). Itis a yellow to orange crystalline powder with a molecular weight of 300.44. Itis practically
insoluble in water, soluble in chloroform and sparingly soluble in alcohol and inisopropyl alcohol.
The structural formula is:

Meets USP Dissolution Test 3.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

ABSORICA is aretinoid, which when administered in pharmacologic dosages of 0.5 to 1 mg/kg/day,
inhibits sebaceous gland function and keratinization. Clinical improvement in nodular acne patients
occurs inassociation with a reduction in sebum secretion. The decrease in sebumsecretion is
temporary and is related to the dose and duration of treatment with isotretinoin and reflects a reduction in
sebaceous gland size and an inhibition of sebaceous gland differentiation. The exact mechanism of
action of ABSORICA is unknown.

12.2 Pharmacodynamics
The pharmacodynamics of ABSORICA are unknown.

12.3 Pharmacokinetics
Absorption

Due to its high lipophilicity, oral absorption of isotretinoin is enhanced when given with a high-fat
meal. ABSORICA is bioequivalent to Accutane® (isotretinoin) capsule when both drugs are taken with a
high-fat meal. ABSORICA is more bioavailable than Accutane® (isotretinoin) capsules when both
drugs are taken fasted; the AUC_; of ABSORICA is approximately 83% greater than that of Accutane®-
ABSORICA is therefore not interchangeable with generic products of Accutane®.

A single dose two-way crossover pharmacokinetic trial was conducted in 14 healthy adult male subjects
comparing ABSORICA 40 mg (1 x 40 mg capsules), dosed under fasted and fed conditions. Under fed
conditions after a high-fat meal, it was observed that the mean AUC( and C,3x were approximately
50% and 26% higher, than that observed under fasting conditions (Table 2). The observed elimination
half-life (T1,2) was slightly lower in the fed state versus fasted. The time to peak concentration (T ,ax)
increased with food and this may be related to a longer absorption phase.

Table 2: Pharmacokinetic parameters of ABSORICA mean (% CV) following adminis tration of
40 mg strength, N=14

AUCo Cmax Tmax T12
ABSORICAY (1 x 40 mg capsules) (ng x hr/mL) (ng/mL) (hr) (hr)
Fed 6095 (26 %) 395 (39 %) 6.4 (47 %) 22 (25 %)

Fasted 4055 (20 %) 314 (26 %) 2.9 (34 %) 24 (28 %)



Published clinical literature has shown that there is no difference in the pharmacokinetics of isotretinoin
between patients with nodular acne and healthy subjects with normal skin.

Dis tribution
[sotretinoin is more than 99.9% bound to plasma proteins, primarily albumin.
Metabolis m

Following oral administration of isotretinoin, at least three metabolites have been identified in human
plasma: 4-oxo-isotretinoin, retinoic acid (tretinoin), and 4-oxo-retinoic acid (4-oxo-tretinoin). Retinoic
acid and 13-cis-retinoic acid are geometric isomers and show reversible interconversion. The
administration of one isomer will give rise to the other. Isotretinoinis also irreversibly oxidized to
4-oxo-isotretinoin, which forms its geometric isomer 4-oxo-tretinoin.

After a single 40 mg oral dose of ABSORICA to 57 healthy adult subjects, concurrent administration of
food increased the extent of formation of all metabolites in plasma when compared to the extent of
formation under fasted conditions.

All of these metabolites possess retinoid activity that is in some in vitro models more than that of the
parent isotretinoin. However, the clinical significance of these models is unknown.

In vitro studies indicate that the primary P450 isoforms involved inisotretinoin metabolism are 2C8,
2C9, 3A4, and 2B6. Isotretinoin and its metabolites are further metabolized into conjugates, which are
then excreted in urine and feces.

Elimination
Following oral administration of an 80 mg dose of 14C-isotretinoin as a liquid suspension, 14C-activity

inblood declined with a half-life of 90 hours. The metabolites of isotretinoin and any conjugates are
ultimately excreted in the feces and urine inrelatively equal amounts (total of 65% to 83%).

After a single 40 mg (2 x 20 mg) oral dose of ABSORICA to 57 healthy adult subjects under fed
conditions, the mean + SD elimination half-lives (T 1,2) of isotretinoin and 4-oxo-isotretinoin under fed
states were 18 hours and 38 hours, respectively.

Special Patient Populations

The pharmacokinetics of isotretinoin were evaluated after single and multiple doses in 38 pediatric
patients (12 to 15 years) and 19 adult patients (>18 years) who received isotretinoin for the treatment of
severe recalcitrant nodular acne. In both age groups, 4-oxo-isotretinoin was the major metabolite;
tretinoin and 4-oxo-tretinoin were also observed. There were no statistically significant differences in
the pharmacokinetics of isotretinoin between pediatric and adult patients.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis and Impairment of Fertility

In male and female Fischer 344 rats given oral isotretinoin at dosages of 8 or 32 mg/kg/day (1.3 to 5.3
times the recommended clinical dose of 1 mg/kg/day, respectively, after normalization for total body
surface area) for greater than 18 months, there was a dose-related increased incidence of
pheochromocytoma relative to controls. The incidence of adrenal medullary hyperplasia was also
increased at the higher dosage in both sexes. The relatively high level of spontaneous
pheochromocytomas occurring in the male Fischer 344 rat makes it an equivocal model for study of this
tumor; therefore, the relevance of this tumor to the human population is uncertain.

The Ames test was conducted with isotretinoin in two laboratories. The results of the tests in one
laboratory were negative while in the second laboratory a weakly positive response (less than 1.6 x
background) was noted in S. typhimurium TA100 when the assay was conducted with metabolic



activation. No dose response effect was seen and all other strains were negative. Additionally, other
tests designed to assess genotoxicity (Chinese hamster cell assay, mouse micronucleus test, S.
cerevisiae D7 assay, in vitro clastogenesis assay with human-derived lymphocytes, and unscheduled
DNA synthesis assay) were all negative.

Inrats, no adverse effects on gonadal function, fertility, conception rate, gestation or parturition were
observed at oral dosages of isotretinoin of 2, 8, or 32 mg/kg/day (0.3, 1.3, or 5.3 times the
recommended clinical dose of 1 mg/kg/day, respectively, after normalization for total body surface
area).

In dogs, testicular atrophy was noted after treatment with oral isotretinoin for approximately 30 weeks at
dosages of 20 or 60 mg/kg/day (10 or 30 times the recommended clinical dose of 1 mg/kg/day,
respectively, after normalization for total body surface area). In general, there was microscopic
evidence for appreciable depression of spermatogenesis but some sperm were observed in all testes
examined and in no instance were completely atrophic tubules seen.

In trials of 66 men, 30 of whom were patients with nodular acne under treatment with oral isotretinoin,
no significant changes were noted in the count or motility of spermatozoa in the ejaculate. In a study of
50 men (ages 17 to 32 years) receiving isotretinoin therapy for nodular acne, no significant effects were
seenon ejaculate volume, sperm count, total sperm motility, morphology or seminal plasma fructose.

13.2 Animal Toxicology

Inrats given 8 or 32 mg/kg/day of isotretinoin (1.3 to 5.3 times the recommended clinical dose of 1
mg/kg/day after normalization for total body surface area) for 18 months or longer, the incidences of
focal calcification, fibrosis and inflammation of the myocardium, calcification of coronary, pulmonary
and mesenteric arteries, and metastatic calcification of the gastric mucosa were greater than in control
rats of similar age. Focal endocardial and myocardial calcifications associated with calcification of the
coronary arteries were observed intwo dogs after approximately 6 to 7 months of treatment with
isotretinoin at a dosage of 60 to 120 mg/kg/day (30 to 60 times the recommended clinical dose of 1
mg/kg/day, respectively, after normalization for total body surface area).

14 CLINICAL STUDIES

A double-blind, randomized, parallel group trial (Study 1) was conducted in patients with severe
recalcitrant nodular acne to evaluate the efficacy and safety of ABSORICA compared to a generic
product of Accutane® under fed conditions. Enrolled patients had a weight of 40 to 110 kg with at least
10 nodular lesions on the face and/or trunk. A total of 925 patients were randomized 1:1 to receive
ABSORICA or a generic product of Accutane® (isotretinoin). Study patients ranged from 12 to 54 years
of age, were approximately 60% male, 40% female, and were 87% White, 4% Black, 6% Asian, and
3% Other. Patients were treated an initial dose of 0.5 mg/kg/day in two divided doses for the first 4
weeks followed by 1 mg/kg/day in two divided doses for the following 16 weeks.

Change from Baseline to Week 20 in total nodular lesion count and proportion of patients with at least a
90% reduction in total nodular lesion count from Baseline to Week 20 are presented in Table 3. Total
nodular lesion counts by visit are presented in Figure 1.

Table 3: Efficacy Results at Week 20 (Study 1)

Isotretinoin*
ABSORICAYN=464 N=461
Nodular Lesions
Mean Baseline Count 18.4 17.7
Mean Reduction -15.68 -15.62
Patients Achieving 90 % Reduction 324 (70%) 344 (75%)

*A generic product of Accutane®



Figure 1: Total Nodular (Facial and Truncal) Lesion Count by Visit in Study 1

Mean Lesion Cound
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16 HOW SUPPLIED/STORAGE AND HANDLING
ABSORICA (isotretinoin) Capsules are supplied as follows:

10 mg: Dark yellow, opaque, capsule imprinted with black ink “G 240” on cap and “10” on the
body

Box of 30 capsules (3 x 10 Prescription Packs): NDC 10631-115-31

20 mg: Red, opaque, capsule imprinted with black ink “G 241” on cap and “20” on the body
Box of 30 capsules (3 x 10 Prescription Packs): NDC 10631-116-31

25 mg: Green, opaque, capsule imprinted with white ink “G 342” on cap and “25” on the body
Box of 30 capsules (3 x 10 Prescription Packs): NDC 10631-133-31

30 mg: Brown, opaque, capsule imprinted with white ink “G 242” on cap and “30” on the body
Box of 30 capsules (3 x 10 Prescription Packs): NDC 10631-117-31

35 mg: Dark blue, opaque, capsule imprinted with white ink “G 343” on cap and “35” on the body
Box of 30 capsules (3 x 10 Prescription Packs): NDC 10631-134-31

40 mg: Brown and red, capsule imprinted with white ink “G 325” on cap and “40” on the body
Box of 30 capsules (3 x 10 Prescription Packs): NDC10631-118-31

Storage and Handling

Store at 20° C - 25° C (68° F - 77° F), excursion permitted between 15° C - 30° C (59° F - 86° F) [see
USP controlled room temperature]. Protect from light.

17 PATIENT COUNSELING INFORMATION
Advise the patient that ABSORICA is only available through a restricted program called iPLEDGE.

* As acomponent of the iPLEDGE program, prescribers must instruct patients to read the
Medication Guide, the iPLEDGE program patient educational booklets, and watch the DVD with
the following videos — “Be Prepared, Be Protected” and “Be Aware: The Risk of Pregnancy
While onIsotretinoin”. The DVD includes information about contraception, the most common
reasons that contraception fails, and the importance of using 2 forms of effective contraception
when taking teratogenic drugs and comprehensive information about types of potential birth



defects which could occur if a female patient who is pregnant takes ABSORICA at any time
during pregnancy.

Male patients and Female patients not of childbearing potential must understand the risks and
benefits of ABSORICA, comply with the REMS requirements described in the booklet entitled
The iPLEDGE Program Guide to Isotretinoin for Male Patients and Female Patients Who Cannot Get
Pregnant, and sign a Patient Information/Informed Consent form.

Female patients of childbearing potential must be instructed that they must not be pregnant when
ABSORICA therapy is initiated or plan to become pregnant while receiving ABSORICA therapy.
Additionally, they must use 2 forms of effective contraception simultaneously for 1 month before
starting ABSORICA, while taking ABSORICA, and for 1 month after ABSORICA has been
stopped, unless they commit to continuous abstinence from heterosexual intercourse. They should
also sign a Patient Information/Informed Consent form and Patient Information/Informed Consent
About Birth Defects (for female patients who can get pregnant) form prior to beginning
ABSORICA therapy. Female patients should be seen by their prescribers monthly and have a urine
or serum pregnancy test, ina CLIA-certified laboratory, performed each month during treatment to
confirm negative pregnancy status before another ABSORICA prescription is written.
Additionally, a pregnancy test must be completed at the end of the entire course of ABSORICA
therapy and 1 month after discontinuation of therapy.

Advise the patient that isotretinoin is found in the semen of male patients taking isotretinoin, but the
amount delivered to a female partner would be about one million times lower than an oral dose of
40 mg. While the no-effect limit for isotretinoin induced embryopathy is unknown, 20 years of
post-marketing reports include four with isolated defects compatible with features of retinoid
exposed fetuses; however two of these reports were incomplete and two had other possible
explanations for the defects observed.

Advise the patient that ABSORICA is available only from pharmacies that are certified in the
iPLEDGE program, and provide them with the telephone number (1-866-495-0654) and website
(www.ipledgeprogram.com) for information on how to obtain.

Advise patients that they may be requested to participate in a survey to evaluate the effectiveness
of the iPLEDGE program.

Prescribers should be alert to the warning signs of psychiatric disorders to guide patients to
receive the help they need. Therefore, prior to initiation of ABSORICA treatment, patients and
family members should be asked about any history of psychiatric disorder, and at each visit during
treatment patients should be assessed for symptoms of depression, mood disturbance, psychosis,
or aggressionto determine if further evaluation may be necessary. Inform patients that symptoms
of depression include sad mood, hopelessness, feelings of guilt, worthlessness or
helplessness, loss of pleasure or interest in activities, fatigue, difficulty concentrating,
change in sleep pattern, change in weight or appetite, suicidal thoughts or attempts,
restlessness, irritability, acting on dangerous impulses, and persistent physical symptoms
unresponsive to treatment. Patients should stop treatment and the patient or a family member
should promptly contact their prescriber if the patient develops depression, mood disturbance,
psychosis, or aggression, without waiting until the next visit. Discontinuation of ABSORICA
treatment may be insufficient; further evaluation may be necessary. While such monitoring may be
helpful, it may not detect all patients at risk. Patients may report mental health problems or family
history of psychiatric disorders. These reports should be discussed with the patient and/or the
patient's family. A referral to a mental health professional may be necessary. The physician should
consider whether ABSORICA therapy is appropriate in this setting; for some patients the risks
may outweigh the benefits of ABSORICA therapy.

Patients must be informed that some patients, while taking isotretinoin or soon after stopping
isotretinoin, have become depressed or developed other serious mental problems. Symptoms of
depression include sad, “anxious” or empty mood, irritability, acting on dangerous impulses,
anger, loss of pleasure or interest in social or sports activities, sleeping too much or too little,
changes in weight or appetite, school or work performance going down, or trouble concentrating.




Some patients taking isotretinoin have had thoughts about hurting themselves or putting an end to
their own lives (suicidal thoughts), some have tried to end their own lives, and some have ended
their own lives. There were reports that some of these people did not appear depressed. There
have beenreports of patients on isotretinoin becoming aggressive or violent. There have also
beenreports of psychotic symptoms, which indicate a loss of contact with reality. Psychotic
symptoms include feelings of suspiciousness toward others, strange beliefs, hearing voices or
other noises without an obvious source, and seeing unusual objects or people with no explanation.
No one knows if isotretinoin caused these behaviors and symptoms or if they would have
happened even if the person did not take isotretinoin. If any of these behaviors or symptoms occur,
the patient should stop treatment and the patient or family member should contact the prescriber
promptly without waiting until the next visit [see Warnings and Precautions (5.4)]. Some people
have had other signs of depression while taking isotretinoin.

Patients must be informed that they must not share ABSORICA with anyone else because of the
risk of birth defects and other serious adverse reactions.

Patients must be informed not to donate blood during therapy and for 1 month following
discontinuation of the drug because the blood might be given to a pregnant female patient whose
fetus must not be exposed to ABSORICA.

ABSORICA may be taken without regard to meals [see Dosage and Administration (2.1)]. To
decrease the risk of esophageal irritation, patients should swallow the capsules with a full glass
of liquid.

Patients should be informed that inflammatory bowel disease (including regional ileitis) may occur
without a prior history of intestinal disorders. Inrare instances, symptoms have been reported to
persist after treatment has stopped. Patients should be informed that if they experience abdominal
pain, rectal bleeding or severe diarrhea, they should discontinue ABSORICA immediately.
Patients should be informed that transient exacerbation (flare) of acne has been seen, generally
during the initial period of therapy.

Wax epilation and skin resurfacing procedures (such as dermabrasion, laser) should be avoided
during ABSORICA therapy and for at least 6 months thereafter due to the possibility of scarring.

Patients should be advised to avoid prolonged exposure to UV rays or sunlight.

Patients should be informed that they may experience dry eye, corneal opacities, and decreased
night vision. Contact lens wearers may experience decreased tolerance to contact lenses during
and after therapy.

Patients should be informed that 16% of patients treated with isotretinoin ina clinical trial
developed musculoskeletal symptoms (including arthralgia) during treatment. In general, these
symptoms were mild to moderate, but occasionally required discontinuation of the drug. Transient
pain in the chest has beenreported less frequently. In the clinical trial, these symptoms generally
cleared rapidly after discontinuation of therapy, but in some cases persisted.

There have beenrare postmarketing reports of rhabdomyolysis, some associated with strenuous
physical activity.

Pediatric patients and their caregivers should be informed that approximately 17% to 29% of
pediatric patients treated with isotretinoin developed back pain. In a clinical trial, back pain was
severe in 13.5% of the cases and occurred at a higher frequency in female patients than male
patients. Arthralgias were experienced in 22% (79/358) of pediatric patients. Arthralgias were
severe in 7.6% (6/79) of patients. Appropriate evaluation of the musculoskeletal system should be
done in patients who present with these symptoms during or after a course of treatment.
Consideration should be given to discontinuation of isotretinoin if any significant abnormality is
found.

Neutropenia and rare cases of agranulocytosis have beenreported in patients treated with
isotretinoin. ABSORICA should be discontinued if clinically significant decreases in white cell
counts occur.

Patients should be advised that severe skinreactions (Stevens-Johnson syndrome and toxic



epidermal necrolysis) have beenreported in post marketing data in patients treated with
isotretinoin. Treatment with ABSORICA should be discontinued if clinically significant skin
reactions occur.

Adolescent patients who participate in sports with repetitive impact should be informed that
isotretinoin use may increase their risk of spondylolisthesis or hip growth plate injuries. There
are spontaneous reports of fractures and/or delayed healing in patients while on therapy with
isotretinoin or following cessation of therapy with isotretinoin while involved in these activities
[see Warnings and Precautions (5.12)].

MEDICATION GUIDE

ABSORICA® (AB-SORE-I-KAH)
(Isotretinoin Capsules)

Read the Medication Guide that comes with ABSORICA before you start taking it and each time you get
a prescription. There may be new information. This information does not take the place of talking with
your doctor about your medical condition or your treatment.

What is the most important information I should know about ABSORICA?

ABSORICA is used to treat a type of severe acne (nodular acne) that has not been helped by other
treatments, including antibiotics.

* Because ABSORICA can cause birth defects, ABSORICA is only for patients who can understand
and agree to carry out all of the instructions in the iPLEDGE program.

ABSORICA may cause serious mental health problems.

1. Birth defects (deformed babies), loss of a baby before birth (miscarriage), death of the baby,
and early (premature) births. Female patients who are pregnant or who plan to become pregnant must
not take ABSORICA. Female patients must not get pregnant:

* for 1 month before starting ABSORICA
* while taking ABSORICA
* for 1 month after stopping ABSORICA.

Ifyou get pregnant while taking ABSORICA, stop taking it right away and call your doctor.
Doctors and patients should report all cases of pregnancy to:

* FDA MedWatch at 1-800-FDA-1088, and
* the iPLEDGE pregnancy registry at 1-866-495-0654

2. Serious mental health problems. ABSORICA may cause:

* depression

psychosis (seeing or hearing things that are not real)

* suicide. Some patients taking ABSORICA have had thoughts about hurting themselves or putting
an end to their own lives (suicidal thoughts). Some people tried to end their own lives. And some
people have ended their own lives.

Stop ABSORICA and call your doctor right away if you or a family member notices that you have
any of the following signs and symptoms of depression or psychosis:

start to feel sad or have crying spells
lose interest in activities you once enjoyed



sleep too much or have trouble sleeping

become more irritable, angry, or aggressive than usual (for example, temper outbursts, thoughts
of violence)

have a change in your appetite or body weight

have trouble concentrating

withdraw from your friends or family

feel like you have no energy

have feelings of worthlessness or guilt

start having thoughts about hurting yourself or taking your own life (suicidal thoughts)
start acting on dangerous impulses

start seeing or hearing things that are not real

After stopping ABSORICA, you may also need follow-up mental health care if you had any of these
symptoms.

What is ABSORICA?

ABSORICA is a medicine taken by mouth to treat the most severe form of acne (nodular acne) that
cannot be cleared up by any other acne treatments, including antibiotics. ABSORICA can cause serious
side effects (see “What is the most important information I should know about ABSORICA?”).
ABSORICA can only be:

prescribed by doctors that are registered in the iPLEDGE program
dispensed by a pharmacy that is registered with the iPLEDGE program

givento patients who are registered inthe iPLEDGE program and agree to do everything required
in the program

What is severe nodular acne?

Severe nodular acne is when many red, swollen, tender lumps formin the skin. These can be the size of
pencil erasers or larger. If untreated, nodular acne canlead to permanent scars.

Who should not take ABSORICA?

Do not take ABSORICA if you are pregnant, plan to become pregnant, or become pregnant
during ABSORICA treatment. ABSORICA causes severe birth defects. See “What is the most
important information I should know about ABSORICA?”

* Do not take ABSORICA if you are allergic to anything in it. See the end of this Medication
Guide for a complete list of ingredients in ABSORICA.

What should I tell my doctor before taking ABSORICA?

Tell your doctor if you or a family member has any of the following health conditions:

mental problems

asthma

liver disease

diabetes

heart disease

bone loss (osteoporosis) or weak bones

an eating problem called anorexia nervosa (where people eat too little)
food or medicine allergies



Tell your doctor if you are pregnant or breast-feeding. ABSORICA must not be used by women
who are pregnant or breast-feeding.

Tell your doctor about all of the medicines you take including prescription and non-prescription
medicines, vitamins and herbal supplements. ABSORICA and certain other medicines can interact
with each other, sometimes causing serious side effects. Especially tell your doctor if you take:

Vitamin A supplements. Vitamin A in high doses has many of the same side effects as
ABSORICA. Taking both together may increase your chance of getting side effects.

* Tetracycline antibiotics. Tetracycline antibiotics taken with ABSORICA can increase the
chances of getting increased pressure in the brain.

* Progestin-only birth control pills (mini-pills). They may not work while you take ABSORICA.
Ask your doctor or pharmacist if you are not sure what type you are using.

Dilantin (phenytoin). This medicine taken with ABSORICA may weaken your bones.
Corticosteroid medicines. These medicines taken with ABSORICA may weaken your bones.
St. John's Wort. This herbal supplement may make birth control pills work less effectively.

These medicines should not be used with ABSORICA unless your doctor tells you it is okay.

Know the medicines you take. Keep a list of themto show to your doctor and pharmacist. Do not take
any new medicine without talking with your doctor.

How should I take ABSORICA?

*  You must take ABSORICA exactly as prescribed. You must also follow all the instructions of the
iPLEDGE program. Before prescribing ABSORICA, your doctor will:

explain the iPLEDGE programto you

have you sign the Patient Information/Informed Consent form (for all patients). Female
patients who can get pregnant must also sign another consent form.

You will not be prescribed ABSORICA if you cannot agree to or follow all the instructions of the
iPLEDGE program.

*  You will get no more than a 30-day supply of ABSORICA at a time. This is to make sure you are
following the ABSORICA iPLEDGE program. You should talk with your doctor each month
about side effects.

The amount of ABSORICA you take has been specially chosen for you. It is based on your body
weight, and may change during treatment.

Take ABSORICA 2 times a day without regard to meals, unless your doctor tells you otherwise.
Swallow your ABSORICA capsules whole with a full glass of liquid. Do not chew or suck on
the capsule. ABSORICA can hurt the tube that connects your mouth to your stomach (esophagus)
if itis not swallowed whole.

If you miss a dose, just skip that dose. Do not take two doses at the same time.

If you take too much ABSORICA or overdose, call your doctor or poison control center right
away.

Your acne may get worse when you first start taking ABSORICA. This should last only a short
while. Talk with your doctor if this is a problem for you.

You must return to your doctor as directed to make sure you don't have signs of serious side
effects. Your doctor may do blood tests to check for serious side effects from ABSORICA.
Female patients who can get pregnant will get a pregnancy test each month.

Female patients who can get pregnant must agree to use two separate forms of effective birth



control at the same time one month before, while taking, and for one month after taking
ABSORICA. You must access the iPLEDGE system to answer questions about the program
requirements and to enter your two chosen forms of birth control. To access the iPLEDGE
system, go to www.ipledgeprogram.com or call 1-866-495-0654.

You must talk about effective birth control methods with your doctor or go for a free visit to talk
about birth control with another doctor or family planning expert. Your doctor can arrange this
free visit, which will be paid for by the company that makes ABSORICA.

If you have sex at any time without using two forms of effective birth control, get pregnant,
or miss your expected period, stop using ABSORICA and call your doctor right away.

What should I avoid while taking ABSORICA?

Do not get pregnant while taking ABSORICA and for one month after stopping ABSORICA. See
“What is the most important information I should know about ABSORICA?”

Do not breast-feed while taking ABSORICA and for one month after stopping ABSORICA. We
do not know if ABSORICA can pass through your milk and harm the baby.

Do not give blood while you take ABSORICA and for one month after stopping ABSORICA. If
someone who is pregnant gets your donated blood, her baby may be exposed to ABSORICA and
may be born with birth defects.

Do not take other medicines or herbal products with ABSORICA unless you talk to your
doctor. See “What should I tell my doctor before taking ABSORICA?”

Do not drive at night until you know if ABSORICA has affected your vision. ABSORICA may
decrease your ability to see in the dark.

Do not have cosmetic procedures to smooth your skin, including waxing, dermabrasion, or
laser procedures, while you are using ABSORICA and for at least 6 months after you stop.
ABSORICA canincrease your chance of scarring fromthese procedures. Check with your doctor
for advice about when you can have cosmetic procedures.

Avoid sunlight and ultraviolet lights as much as possible. Tanning machines use ultraviolet
lights. ABSORICA may make your skin more sensitive to light.

Do not share ABSORICA with other people. It can cause birth defects and other serious health
problems.

What are the possible side effects of ABSORICA?

ABSORICA can cause birth defects (deformed babies), loss of a baby before birth
(mis carriage), death of the baby, and early (premature) births. See “What is the most
important information I should know about ABSORICA?”

ABSORICA may cause serious mental health problems. See “What is the most important
information I should know about ABSORICA?”

serious brain problems. ABSORICA canincrease the pressure in your brain. This canlead to
permanent loss of eyesight and, inrare cases, death. Stop taking ABSORICA and call your doctor
right away if you get any of these signs of increased brain pressure:

* bad headache

blurred vision
dizziness

nausea or vomiting
seizures (convulsions)



* stroke

skin problems. Skinrash can occur in patients taking ABSORICA. In some patients a rash can be
serious. Stop using ABSORICA and call your doctor right away if you develop conjunctivitis (red
or inflamed eyes, like “pink eye”), a rash with a fever, blisters onlegs, arms or face and/or sores
in your mouth, throat, nose, eyes, or if your skin begins to peel.

stomach area (abdomen) problems. Certain symptoms may mean that your internal organs are
being damaged. These organs include the liver, pancreas, bowel (intestines), and esophagus
(connection between mouth and stomach). If your organs are damaged, they may not get better even
after you stop taking ABSORICA. Stop taking ABSORICA and call your doctor if you get:

severe stomach, chest or bowel pain
trouble swallowing or painful swallowing
new or worsening heartburn

diarrhea

* rectal bleeding

yellowing of your skin or eyes

dark urine

* bone and muscle problems. ABSORICA may affect bones, muscles, and ligaments and cause
pain in your joints or muscles. Tell your doctor if you plan hard physical activity during treatment
with ABSORICA. Tell your doctor if you get:

* backpain
joint pain
* brokenbone. Tell all healthcare providers that you take ABSORICA if you break a bone.

Stop ABSORICA and call your doctor right away if you have muscle weakness.
Mus cle weakness with or without pain can be a sign of serious muscle damage.

ABSORICA may stop long bone growth in teenagers who are still growing.

hearing problems. Stop using ABSORICA and call your doctor if your hearing gets worse or if
you have ringing in your ears. Your hearing loss may be permanent.

vision problems. ABSORICA may affect your ability to see in the dark. This condition usually
clears up after you stop taking ABSORICA, but it may be permanent. Other serious eye effects can
occur. Stop taking ABSORICA and call your doctor right away if you have any problems with
your vision or dryness of the eyes that is painful or constant. If you wear contact lenses, you may
have trouble wearing them while taking ABSORICA and after treatment.

* lipid (fats and cholesterol in blood) problems. ABSORICA canraise the level of fats and
cholesterol in your blood. This can be a serious problem. Return to your doctor for blood tests to
check your lipids and to get any needed treatment. These problems usually go away when
ABSORICA treatment is finished.

serious allergic reactions. Stop taking ABSORICA and get emergency care right away if you
develop hives, a swollen face or mouth, or have trouble breathing. Stop taking ABSORICA and
call your doctor if you get a fever, rash, or red patches or bruises on your legs.

blood sugar problems. ABSORICA may cause blood sugar problems including diabetes. Tell
your doctor if you are very thirsty or urinate a lot.

decreased red and white blood cells. Call your doctor if you have trouble breathing, faint, or
feel weak.



The common, less serious side effects of ABSORICA are dry skin, chapped lips, dry eyes, and
dry nose that may lead to nosebleeds. Call your doctor if you get any side effect that bothers you
or that does not go away.

These are not all of the possible side effects with ABSORICA. Your doctor or pharmacist can give
you more detailed information.

Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-
800-FDA-1088.

You may also report side effects to Ranbaxy Inc., the manufacturer of ABSORICA at 1-800-406-
7984.

How should I store ABSORICA?

* Store ABSORICA at room temperature, 68° to 77° F (20° to 25° C). Protect fromlight.
* Keep ABSORICA and all medicines out of the reach of children.

General Information about ABSORICA

Medicines are sometimes prescribed for conditions that are not mentioned in Medication Guides. Do not
use ABSORICA for a condition for which it was not prescribed. Do not give ABSORICA to other
people, even if they have the same symptoms that you have. It may harm them.

This Medication Guide summarizes the most important information about ABSORICA. If you would like
more information, talk with your doctor.

You can ask your doctor or pharmacist for information about ABSORICA that is written for health care
professionals. You can also call iPLEDGE program at 1-866-495-0654 or visit
www.ipledgeprogram.com.

What are the ingredients in ABSORICA?
Active ingredient: [sotretinoin, USP

Inactive ingredients: Propyl gallate, sorbitan monooleate, soybean oil and stearoyl
polyoxylglycerides. Gelatin capsules contain the following dye systems: 10 mg — iron oxide (yellow),
potassium hydroxide, propylene glycol, shellac and titanium dioxide; 20 mg — iron oxide (red),
potassium hydroxide, propylene glycol, shellac and titanium dioxide; 25 mg — FD&C Blue #1, FD&C
Yellow #5, FD&C Yellow #6, povidone, propylene glycol, shellac, sodium hydroxide and titanium
dioxide; 30 mg — iron oxide (black, red and yellow), potassium hydroxide, povidone, propylene glycol,
shellac, sodium hydroxide and titanium dioxide; 35 mg — FD&C Blue #2, iron oxide (black, red and
yellow), povidone, propylene glycol, shellac, sodium hydroxide and titanium dioxide; and 40 mg — iron
oxide (black, red and yellow), potassium hydroxide, povidone, propylene glycol, shellac, sodium
hydroxide and titanium dioxide.

This Medication Guide has been approved by the U.S. Food and Drug Administration.
Dilantinis a registered trademark of Warner-Lambert Company LLC.
Distributed By:

Ranbaxy Laboratories Inc.
Ranbaxy Laboratories Inc.
Jacksonville, FL. 32257 USA

GK-244 Revised: xx 2014

Package/Label Display Panel



Attention Pharmacist: Dispense with enclosed Medication Guide.
NDC 10631-115-69

Absorica® (isotretinoin) Capsules

10 mg

Each capsule contains 10 mg Isotretinoin, USP

10 Capsules

Prescription Pack

PATIENT: READ INFORMATION CAREFULLY

Rx only
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FEMALE PATIEMTS: DO NOT GET PREGNANT

Absorica Causes Serious Birth Defects
Highiights of Waming to Femals Patients.
{It is important to watch the DVD and read all information in the materials
given o you by your doctor)

A& Wou WUST MOT taka dbsorica if you am pragnant bocauss any amount o2n cause sovene birh
dafocks, awon if taken for short pariods dumg pragrency.

A& Wou MUST MOT become pregnant | month belfore, during, and for | month after you stop taking
Absonca

4 Wou wil notget your first prascription for Absorica unil thas is proof pos have had 2 nagatia
prognany tests ax insyuoted by your doctor (2 negatine test means that it doos nol show ragnanoy)
and you harea interaciod with the | PLEDGE system to answer quashons about program seg unemedis

& Vou carnot gat monthiy refils for Absoroa unl ess fhare s proof tat you have hed a nagaiive
prognany test conductnd inalab every monih dusng Atsorica realmont

A Even e best mathods of birh contedl can fail. Tharefore, 2 separate, efiecten foms of bith control
must bo used at the same S=e for 2t |east | monty before, dueng, and for 1 monkh afler you stop
fakang Absonca

& Stop lnking A bsonca ight away and call pour doctor mmedszlaly £ you hase sa wifout bish oonfed
miss your panad or tink pou are pragrant whils you ane taking Abecrica IF pou fhink you ane pragnant
n themont afer you have sioppad Absosoa treaiment, call your docior msedslaly

Manutaciimid for SEAL
et d;';us Maxh 1014
HNon Vamish Area
FEMALE PATIEMTS: \\\
DO NOT GET FREGMANT

Very severe birth detects have o cuned with isefretinein use including:

A Severs Internal Defects: defacts that vou connot see—imeching
the brain finchading lower 12 scores), keart, gdands and nerous system.
A& Severs Edemal Defects: defects that you can see—sauch as kow-sst,
deformed o absent sors, wide-wst eyes, depressad bridge of noss,
erlargad head oand smoll ching

THLE CLAND
ABHCEMALITY

.-""""}“uu“ FRFER-FOAL T80
_—':,a o STORE AT20° C-25°C @& F- 777 F), EKCUESIDN
fasgli s PERMITIED BETWEEN 15° C - 307 C (55 F - 84" F)
2_,.---..' i [5EE USP C OMTROLLED RCHZIIA TERPERATUREL
pare T o] PROTECT FROM LUGHT.
WARNIMG TO FEINALE PATIEMTS ]
ﬁ ABSORICA CAISES SEVERE BIRTH DEFECTS.
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WOLALIST MEOT TAKF ARSCIRICA IF YOL ARF PRECHANT

21 mm

91 mm

21 mm

91 mim

T185mm

135mm

IMPORTANT INFORMATION FOR ALL PATIENTS:

Itis mportant for your heath Ihul wou read all the infamation you reasived with this
prasanplion and from your

This pockoge provides reminders of mportant sofety fochk obout Abscrica, but it
doms notcardain d the infomation you nssd b krow, | & mporbantforpsou
1o ko howe bo ok Abscica cormecly ord what side effects towohch for

Read dl theirfommation vou getabout Abscrica from your doctor and phomocist.
inchding e Medcalion Guide providad with this pockoge.

You shoul read, understand ard sign a Palien! Ifomalion/Infomed Coresntfom
blore poubake Absonza. Cordact your doator ifyou have rol signied this kzem (mals
palianlz and fermaks palianls wha mnolgﬂ-l pmg'lcnl st sign 1 ferm ard female
palients who can gel pregnant must sign 21

Mevar share Absorica becowss it con couse sericus side sffects
inchuding severs bidh defacts.

Bafore wou stad faking Absonica, el your dechorif vou:

» Are cumeriy baking an ord of infectad corfcobercid or an aficoreusant
[s=imure) mesdbcahion.

& ok part 1 spoths whene you ae more [kely bo breck o bone.

« Howe merita problems, aroreia reraosa (o bpe of =ding disorden), back pain, a
hislory of problems with heding of borie froctunes, or 5 with bore metobdism.

Special Warning for Female Patients

Absorioa oauses serious birlh delects. Do NOT kake Absorica

CAUSESEIRTH DEFECTS ¥ vouars pregrant.
Itis wery Inporlant for you fo mad and undeestand the
inkormation about Dmlrﬁﬁ ananay kundin this package,
the Medicalion Suds, ard the malkerials given
bo o by your daodor, 1 is very imporkant kor vou bointeract
with the PLEDGE wysdem fo arewsr quastions aboul program

requirermerls and view the VD alyour dockor's ollios

Il'roudo nat have the Mecioolion Guids, and the paiant
00 NOT GET PREGHANT baakkds aboul pregnancy prevantion, don't stad faking
Absorica. Call your doodor.

Most paople have furither questiors affer reading 3o much imporbant information deout
pregrancy prevention and brth defects, Fihere & orvthing you are rot e obout,

o not hake Absorico untl your guestions howve been answarsd by your doctor

Mental probleme and sicids

Sormee patients hove become depresed o d=velboped cther ssicus mentd problems

while they waes luhnﬂ‘ reoin o shortty offer stoppin g ischetincin Some potfients foking
isoretincin hows had thoughts of ending ther cwn lves (sLicidd thought). Some peopls
heres trisd to snd thesi coan [hees (oempted sicids) ord some Feorm erdeed Hheir
o lies {committed suicide). Thers borve been reports of potients on isohetnoin b=coming
oggresive or vickert. No orie kiows §isohretincin coused these problerms or behoviors or if
ey would have hoppaned svenif the peron did ot toks isclrstiecn.

Stop taking Absecrica and call your doctor
right away if you or a family member notices
that you have any of the fallowing signs and
symptoms of depression or psychosis:

& St to fael sod or hove civing spells
» Los= iberest i ochvities you ofce sfjoyed
» S oo much or have rouble seeping.

» Bmcome more ritobls, angry, or oggresive hon wual for sxample, fempar
culburshs, houghts of vickencs).

# Have o chonge in your appetite or bady weight.

& Have houble corcenhaing

& Withdrow frorm your frisrds or formiky.

» Feel Bomyou howve fio snengy.

» Howe feelings of worthlesness o guit.

+ Haort haing thoughls about huting younelf or taking your own ife (uicdal houghts).

= St ooling on dangecus impues

= St mﬂgahmnglhngu}hnlclendreul

Tell pour or  you of someone inyour famly has ever hod o mentalilress o if

youbake oy mediciries for amenholilres Jor exomple, depresson)

Orher serious side alfects fo walch for

Shop laking Absoricaand cdll your doclor §you develop any of the problems on thislist

arany olher unusual or severe probdems. If rob freated | they could lmod fo m=hious
eath problems. Sevicus permanent problems do ot boppen often.

+ Hzadoches, rouseq, vormiting, Hured vision (jrereoed brain pressae),

& Smyere shomoch pan, diarhen, le\:ldHEechg or frouble swallowng.

& Yelowirg of your skin or syes andf'or doxke urire.

= Chorgesin bearing.

= Alergic reactions | you kv you ore esreifive o "parobere”, dell your doctor

s= it ko pi!senuln!lnhe gelatin copsule of Absorica)

-E'meahr;wé: h.n:l touble at right (iHi siort suddenby, sobe

LR == 1= ncuding fouble s==ing 5 Con vy, 5o b very
comsfu when derE or op=mting ary wehicke ot right),

* Persistert fewar, chils, or sore oot

Orher Impodant Inkmmalion is found in e Medic alion Guide and inthe bocklkels

from your declor

& Commion sde affacts that ares ot seious but that you shedd tell pour dector about.

» How to fakim Abscrica

= Things to awoid dunng Absonico freatment.

= Woys to get more informalon if you nesdit.
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Package/Label Display Panel
NDC 10631-115-31

Absorica® (isotretinoin) Capsules

10 mg

Each capsule contains 10 mg Isotretinoin, USP

30 Capsules (3 x 10 Prescription Packs)

Attention Pharmacist: Dispense with enclosed Medication Guide.

Rx only
CAUSES BIRTH DEFECTS
DO NOT GET PREGNANT
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PROTECT
FROM LIGHT

Carton Size :117.5x57 x95 mm

Track : A18/04/2012, A19/04/2012, ADS/05/2012,
A20011/2013, ADS12/2013, AZ4/02/2014. A13/03/2014

Non Varnish Area

IHDIT WOoHd
1231044

CONTRAINDICATED IN PREGNANCY

PHARMACIST: DISPENSE PRESCRIPTION PACKS INTACT.
USUAL DOSAGE: For dosage recommendations and other impartant
prescribing information, read accompanying insart.

STORE AT 20°C - 25° C (68" F- 77° F), EXCURSION PERMITTED
BETWEEM 15" © - 20° C (59° F - B&” F) [SEE USP CONTROLLED
ROOM TEMPERATURE]. PROTECT FROM LIGHT.

Remmders for Phomacises:

» Dlispense isdretincin o wpgstercd patients after abtaining
authorization from the {PLEDGE progem by alling
1S54 060 or wisiting wowwipledseprogram com

k Managamcnt Authecization number on the prescriptio

no mere than a 30-day supply. No refilk.
ok

* Donat dyp Do et disy Pationt Afiar” date
* AMaslication Cluick i includsl in cach Prescription Pack

CAES BT CEFOTE
March 2ot p

Warsdactirecifor: ‘l‘ ]lll'll‘lll
RANRAXY

Torkatvin, FLacznr LEA b o PRGN y

Altention Pharmacis!:
Dispenss with englosed
Medication & vide.

[T HRTRE ]

Absorica’

(isotretinoin) Gapsules

—————————
Each capsule contalng
10 ma l=atretingin, USP

30 Capsules
3 %10 Prascnption Packs)

v

NDC 10631-115-31

Ahsorica’

(isotretinoin) Capsules

Each capsule contains
10 mg Isotretinoin, USP

30 Capsules
{3 x 10 Prescription Packs)

KLtiention Pharmacisl:
Dlsﬁen_sewllh enclosad
edicali on Guide .

Rx only

(CAISES BRTH DEFECTS

i

D O GET PRECHANT

Atention Pharmacis!:
Dlsﬁense wilh enclosed
Hedieation Guicke.

G 19631 11511

Absorica’

{isotretinoin) Capsules

Each capsule contalre
10 mj Isotratingin, USP

30 Gapsules
13290 Prasrption Packs)

oRcra A




Package/Label Display Panel

Attention Pharmacist: Dispense with enclosed Medication Guide.
NDC 10631-116-69

Absorica® (isotretinoin) Capsules

20 mg

Each capsule contains 20 mg Isotretinoin, USP

10 Capsules

Prescription Pack

PATIENT: READ INFORMATION CAREFULLY

Rx only
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FEMALE PATIENTS: DO NOT GET PREGNANT

Absorica Causes Serious Birth Defects
Highlights of Waming to Female Patients.
{It is important to watch the DVD and read all information in the materials
given to you by your doctor)

A Wou MUST NCT take dbsonca if pou ase pregnant because any amount can cause sovens birh
dofects, o if taken for short periods during pregrancy.

& Wou MUST NOT beoome pragnant | month bedone, during, and for | month afber you stop taking
Abecrica

4 Wou wil nat gat your first prasoription for Absorica unil thess is rocf you hira had 2 negativ
prognancy fests as neuoied by your dooior (2 negatiie fest means that i does nol show pregnancy|
and you hava interacted with the i PLEDGE system to.answar quosions about program sequiremens

& Wou carnol gal monthiy refils for Absoeca unl ess ihare s proof that you have fad a nagaive
pragnanoy fest conducted m a lab every monih dusng Absonca frealment

A Even he best mathods of birth conteol can fail. Thasefone, 2 saparain, ofiectiva formes of birth control
must ba used at the sameSme for atleast | monh bafore, dusng, and for 1 monih aflor pou stop
fakang Absonca

4 Stop lnking Absonca night away and call your dootor mmedizialy § you have sax wilhout birh conteol
miss your pariad orhink pou am pragnant mhils you e taking dbsonica. IFpou fhink you are pregnant
n the month afer you have sioppad Absosoa trestment, call your docior meedsialy

Wan it k.
RANRAXY SEAL Hﬁm
LT TAR

Inckzarnli, FLEZZSTLGA o March 1014 [
Won Vamish Area
FEMALE PATIEMTS: \
DD MOT GET PREGRARNT

Very severe birth defects hove eccured with isofretinein uss including:

& Severs Internal Defects: defacts that you connot sese—imvching
the brain (inchuding lowsr 1€ scones), heort, glonds ond nereus system.
A& Severs Extemal Defects: defects thart vou can see—such as low-sst,
deformed or absent ecrs, wids-sst eyves, depressed bidge of noss,
erlarged head and small ching
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[SEE USP CONTROLLED RO M TEMPERATUREL
PROTECT ROM LEHT
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WARMIME TO FEMALE PATIEMTS [
ABSORICA CAUSES SEVERE EIRTH DEFECTS,
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YOU MUST MOT TAKE ABSORICA IF YOU ARE PREGNANT

91 mm

91 mm

91 mm

155mm

135mm

IMPORTANT INFORMATION FOR ALL PATIENTS:

Itis imporlant fer vour heallh Ihul wou read all the irfomation you reosived wilh this
prasanplion ard from your

This packoge providas reminders of mportant sofety foct about Abscrica, but it
f=="H nolcontlnd theirfomohion you resd bo krow, | s mporbont foryou
to krcew hoaw o doke Absoica cormclly ond what sde effects towahch forn

Read dl the irformation you getabeout Absorica from your dector and phomocist.
including his Medication Gude providad vith this pockoge.

“fou shoul reod, undemskand and sign a Palient Infemalion/Infomed Corssntfom
bafore you lake Absonca. Conlacl your doctor ifyou have mot signed this krmiimae
palients and fermiaks palicnls whes o-:nnolgol Dmg'lcnl st sign 1 ferm and female
palients wha can gel pragnant must sign 21

Newar shawa Absorica becawes it con couse saicus side sifects
inchuding severs bith defecls.

Belare yeu start taking Absanca, el wour declorif vou:

+ Are cunenly toking an ond o inkeched coricombarcid or an aticoreadsant
[e=mre) medicaion.

& Tok= prt i gooihs wheaes you o o lkely bo breck o bone

& Hows merbal probbems, anor sxia rersosa (0 byps of saing deoder), back pain,a
hisiory of problems with hedirg of bone fochres, o 5 with bore metabolism.

Special Warning for Female Patients

Absorion oauses sadous birlh defacts. Do MOT lake Absorica
CALISES BIRTH DEFECTS i youare pregrant.
It is wery mportant for you o mad and undershand the
inkzrmialion coul pmmlrﬁppmgnano‘r fourdin this packags,
the Medicalion Gude, and malerials gwen
Fo o by pour docler [ i vary imporkant ko pou ko vkt
with the FLEDGE spdem to arewsr quaesliors aboul program
requirernenls and view the [VD al your doclor's oflioe
IFyouda not have the Medicaion Guide, and the pafient
booklels about pregnaney prevention, don'l stad taking

bsorioa. Call your dooker.

Mot people have further guestions ofter reading o much mporbant informeation obout
pragrancy presention and brth dafacts. F them & orything you ome rot sure obout,

o= not bake Abmcrico unhl your questiors hoes besan answarsd by yoor doctor,

Menlal probleme ond wicids

Sorre patiends hove beoome deprened o developed other seicus mentd problems

whils they wﬂuhnﬂ_‘ incin or shortly ofter stopping isotrelincin Some potients toking
isodretincin have had Hhoughts of ending their cwn lves (sLicidd thoughts). Some people
hove hried o end ther cwn lees (otemeted sudde) ord some by erided their
e lwes {committed suicide). Thene hove besn reports of potients onisohefincin becoming
oggressive or vickent. No one knows § isof etincin coused these problemes or behovions or if
ey would have hoppened even if the parson did not bake isciretincin,

Stop taking Abscrica and call your doctor
right away if you or a family member notices
that you have any of the following signs and
symptoms of depression or psychosis:

D0 NOT GET PREGNANT

& Siart bo el sod or hove civing spells
& Loms inb=rest in achivites you orcs srjoyed
s S=ap too much of have rouble deeping.

# Become mors nifokle, angry, or aggresive thor wual For sxample, bempee
autbiurshs, houghbs of vickenc=).

& How= o chorge in your appetite or body weight

s Hows rouble corcentraing

& Withdrow from your erds or fomily.

& Fodl k=vou have no arengy

& Hows faslings of worthle smeas o quit.

s St having theoughle obout burting vourstf or faking your own ife (sucdal houghis).

= 3ot octing on dangerous mpulses.

= Siort seeing o heaing things thot are Aot real

Tell your or i you of some=one in your family has ever hod amental ilress o if

vou toks oty medicines for amentalilres for sxompls, depression)

Olher serious side slfacls fo watoh for

Hop ok ing Absoiica and call veur docter |ryou develop ary of Ihe problemns on thislid

orun'n‘olhorunnmd or sawara probloms. f rot frsated, they could leod o mricu

hesatth oL permer ent probEms do rot hoppen off

» Headaoches, rouseg, vomiling,. blured wson Unclmdl:n:lnnemle:l.

& S=vers domochpan. dn:n'heu rectd ble=dng, or frouble seallowm)

» Yelowing of wour shin or eyes ond)/or dark urire.

= Chorgesin h-euln%.

= Alergic reactions (F you kiow you ore sereithve o "parabers”, tell your doctor
becauss it 5o preseraativein he gelalin copsule of Absorioo).

* Bore of musdle pan

# Vioh changes. ncluding touble s==ing ot right (this con start suddenly, so be very
carefu when derE or op=ioling ary vehicks ot righf)

# Persistent fevay, chills, or sore hioot.

Crther Impadant Inkenalion i fourd in the Medic alion Guids and in the bocklels

from your dector

& Commeon sde sffacts hat o not serious Bt that you shed d 4l pour doctor about.

& How bo doke Abscrca

= Things to awoid duirg Absorica freatment.

= Way to get moeirfommaion ifyou nesdit




OR MAY BECOME PREGNANT DURING TREATMENT.
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Package/Label Display Panel

NDC 10631-116-31

Absorica® (isotretinoin) Capsules

20 mg

Each capsule contains 20 mg Isotretinoin, USP
30 Capsules (3 x 10 Prescription Packs)

Attention Pharmacist: Dispense with enclosed Medication Guide.

Rx only
CAUSES BIRTH DEFECTS
DO NOT GET PREGNANT
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Carton Size :117.5x57 x 95 mm

Track : A1804/2012, A19/04/2012, A0S/05/2012,
A20/11/2013, AD912/2013. AE402/2014. A13/03/2014

ROOM TEMPERATURE]. PROTECT FROM LIGHT.

Each capsule conlalng
Authoeization mumber on the prescription 20 mg Isatretinoin, USP
Jeuday suppls. ¥ refill.

cks intact

"D it disp Paticnit Aftar” date

AMadication Cuidke i included in aach Prescription Pack. || Wemmis e

— 5
Warch zoi p o
Mariecturaciar é‘ JI“IIIIIH

Menmemm e 5

30 Capsules
35 10 Framcriplion Packs)

.

(isotretinoin) Gapsules

Each capsule contains
20 mg |sotretinoin, USP

20 Capsules
{2 x 10 Frasoription Packs )
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Attention Pha nra eist: Attention Pha macisl:
CONTRAINDIGATED IN PREGNANGY Disﬁenge with enclosed Disﬁenge with enclosed
PHARMACIST: DISPENSE PRESCRIPTION PACKS INTACT. Mecization Guide. Medization Guide.
LSUAL DOSAGE: For dosage recommendations and other important DG 1REH-11E31 NOG 1063111631 Allention Pharmacisl: WO ARG 11611
prescribing inforrnation, read eccompanying insert. = e Dispense with enelosel - o
STORE AT 20° C - 25° C {68° F - 77° F), EXCURSION PERMITTED Absorica a: g edicalion Guide. Absorica
BETWEEN 15* C - 30° C (59° F - B6° F) [SEE USP CONTROLLED {isotretinoin) Capsules ﬂhsul‘lca {isotretinain) Capsules

e L 20 my
CAISES £
Each capsule contalns
f) 20 my Isotralinaln, USF
ﬂ' 30 capsulas
- (3293 Praacription Packs)
D0 N GET FREGHANT
I
.
-
e




Package/Label Display Panel

Attention Pharmacist: Dispense with enclosed Medication Guide.
NDC 10631-133-69

Absorica® (isotretinoin) Capsules

25 mg

Each capsule contains 25 mg Isotretinoin, USP

10 Capsules

Prescription Pack

PATIENT: READ INFORMATION CAREFULLY

Rx only
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FEMALE PATIEMTS: DO NOT GET PREGNANT

Absorica Causes Serious Birth Defects
Highlights of Waming ko Femals Patients,
{It is important to watch the DVD and read all information in the materials
given to you by your doctor)

s Wou MUST NOT take Absorca il you are pregnant because any amcunt can cause savere birh
dafacts, men if takan for short periods urng pregrancy.

s Wou MUST NOT baoome pragnant | month before, during, and for | monih after you stopSaking
Abscrica

ok Wou wil nat gat your first prascription for Abscrica uril thasa is proof you haea had 2 negatiea
pragnancy fests as nsusted by pour dooior [anegatnie fest means that it does nol show pregnancy|
and you hava inberaciod with the IPLEDGE system to answer queshons about program requirements.

A Wou cannot gel monthiy refils for Absoroa unl ess thaneis procd that you have had a negaive
pragnancy fest oonducted i a |ab every monih dusng Absonca fealsent

4 Even he best methods of bist coned can fail. Thasefon, 2 separain, efectve foms. of brth control
=ust ba used at tha some S=e for at least | momh bafore, dusng, and for 1 month 2fier you siop
{akang Abscnca

4 Stop taking A bsorica right 2way and call your dootor mmadialaly § you hase sex wilhout birt oontel
migs your pariod or think you a0 prognant mhils you 2o tking Abecrica. 1Fpou think you 2ne prognant
n e month afer you have sioppad 4 bsosna tatmant, call your dootor imsadizialy

anriactarnd for.
AAWRA XY \SEAL HEEI
LTI . TAR

E: =]

cksanlle, FLEE5TLEA Hoey March 3014
Hon Wamish Area
FEMALE PATIEMTS: \\
D NOT GET PREGNAMT

Very severe bith defects hove cccumred with isohetinoin uss including:

4 Severs Internol Defects: defects that vou cannot see—imeching
the bain (including lower 16 scorss), beart, gdands and nerus system.
4 Severs Bdemal Defects: defects that vou can see—such as low-set.
deformed or absent sors, wids-sst eves, depressad bidgs of noss,
enlarged head and small ching

- AGUEE &
[P RS g aTa0r € - 257 C (58 F - 777 F), EXCURSION
el 3 .| PERMITIED BETWEEN 15 C - 30° C (3% F- 86 F)
; 2| [SEEUSP CONTROLLED ROGIA TENPERATUREL
Ty £ PROTECT FROM LIGHT.

WARMIMG TO FEMALE PATIENTS
ABSORICA CAUSES SEVERE BIRTH DEFECTS.
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YOU MUST NOT TAKE ABSORICA IF ¥OU ARE PREGNANT

91 mm

21 mm

91 mm

91 mim

185 mm

135 mm

IMPORTANT INFORMATION FOR ALL PATIENTS:

Iis mperhant for pour healh that you read all the idfiomrnalion you reo siwed wilh this
prssonplion and from your docler,

This packoge provides reminders of mportant sofedy foct about Absoica, bt it
dems netconldin al the irfomaolion you nesd to krow. B imporbart forveu
o krzew o b doke Absorica cormscly ard wha sde affacts bowabeh fon,

Reod dl the irfommolion you about Absorca from your doctor and phomocist
inchlding his Medication Guide providad with this pockoge.

“fou shoul recd, nderskand and sign a Paient Infemalion) Infomed Corsentfom
befors vou kaks Absotca, Conlach your deohor iFyou hove rot signed this korm (mcls
palientz and fermaks palients wha o-:nnoI?oI pmg'ml st sign 1 ferm ard female
palients wha can gel pregnant must sign 2 i

Mevar shors Absorica bacous it con couwss ssious sde effects
inciuding severs birth defeots

Beliore vou stad taking Absorica, tel your decthar if wou:
i.-"\bn:mu;rﬂl; h:lcngcncudarlrg\eched coricosharcid o an anticorvusant

e ldmpatin mfshhe'e\-w ome mone lkely o bedk o hone
& Hove meritd problems, anorexia feraosa (o hpe of edhing deorder), back pain, a
history of problems with heding of bore frociunes, o s with bore metobolsm.

Special Warning for Female Patients

Absorion causes serious birth defacts. Do MNOT lake Abeorica
CALSESEIRTH DEFECTS ¥ yewars pregrant.
It is wary mportant for you to mad and understand the
nkrmalion about lerﬂg\egnunw found in this paokage,
tha Mecicalion Guide, ard malerials given
lo you by your doclor, 1 is very imporiant ko you ko inlerol
with the FLEDGE spdam to arewer quaeslions aboul program
requirernenls and view the VD al your doclkor's ollfios.
IFyoudo nol have the Medicaion Guids, and The palent
booklkds about pregnaney prevention, don'l shart faking
Abscrion. Call your doclor.

Meest pacple hove furiber questions offer reading o much imeartard nformation about
pragrancy prevention and brth . F theare & orwthing you e rot sre obout,
ool ke Abscnco uill your gquestices have besn arswered by your doctor.
Mmlulpﬂoblorrscrdmmdo

D0 NOT GET PREGNANT

depmmad or developed cthar ssicus menbal probdem:
hﬁhhn‘w!lnl&nﬂ:sdr\ehnm or shortly ofter stopping isotrstincin Some patierds toking
i L oughts of ending their cwn lves (suicdda Houphhs). Some people
hovs trimd to end ther coan lees (oiemeded aicds] ofd somes Ferves erided thieir
ownh lives (committed suicide]. Thers have besn reporks of patiznts on isotestincin Becomi
aggresive or viclent. No one krews §isor etincin coused thess problemes or bahaviors or if
Ay wodd have hoppened sven if the paeson did not bokes ischetivcn,

Stop taking Absorica and call your doctor
right away if you or a family member notices
that you have any of the fellowing signs and
symptoms of depression or psychosis:

& Sdort bo el sod of howve crving spells
# Lome inberest in ochivities you ofce sfjoyed
& Sl=ap too much o have ouble deeping.

» Become mors iitokls, angry, or aggresive thon weadl For sxampls, temper
ﬂhuﬂ;ﬁwgﬂ:ﬂvﬂcmqﬂ?. e
& Howe o chargsin your oppetite o y wemight.
Hm\ehuﬂxon:mhd
r\‘\‘ilhd'w from your fnend:.or farity.
» Feel B2 you have no arengy.
& Have faslings of worthlesneas o quit.
« St haing thoughts obout burting yousetf or haing your own ife (suicidal houghd).
* St octing on dangerous mpulses.
& Siort ssaing o heaing hings that e fot real
Tell your ar f you of somesone inyour famdy hos ever bod o mentd ilness o if
you hoke arry meadicines for amentol ilress for esomple, depresstion),
Other serious side sifects o wateh for
Sop king Absorica and cdll yeur docter T you develop ary of the problems on this lid
orcln'p'olhorunnsu:l orf sewere problems. i rict treated, they coud l=od o sncus
h problems. Sericus permanient problems do fot boppen often.
- chduchﬁ rous=g, womiting,. blumed vison (rcrsomsd brain pressans),
® Smyere dhomoch pan, diarben, rechdl Heechg or frouble swdlowing.
» Yelowing of your ki or eyes and/'or dark uite.
«Chorgesin hearing.
# Alergic reactions (F wou ko you ore ssrsitive to "parabers”, fell your doctor
E=couss it &0 preserative in hie gelatin copsule of Absorica)
.E'weaha-wmmde?dzd' trouble s=eing ot right (Hhi slart suddenby, sobe
® BN i L= oL 5 Can ek, 50 weny
coreful when dira otr?p-ﬂnling ory vehiclks ot righf)
# Persstent feear, chlrE or sore hroat
Oher Important Inkemalion is found in the Medicalion Guide and in the bockkls
Irom your dector
& Commeon sde sffacts at o Aot serious but that you shod d =l powr doctor about.
# Howe bo dokos Absorica
= Things to avoid duing Absorica fregtment.
« Wayt to get momeirfomafion if you nesdit.
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Package/Label Display Panel
NDC 10631-133-31

Absorica® (isotretinoin) Capsules

25 mg

Each capsule contains 25 mg Isotretinoin, USP

30 Capsules (3 x 10 Prescription Packs)

Attention Pharmacist: Dispense with enclosed Medication Guide.

Rx only
CAUSES BIRTH DEFECTS
DO NOT GET PREGNANT
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PROTECT
FROM LIGHT

Carton Size (1175257295 mm
Track : A14710/2013, A12/03/2014, A24/05/2014

Non \arnish Area

LHDIN Wod4
123104d

CONTRAINDICATED IN PREGNANCGY

PHARMACIST: DISPENSE PRESCRIPTION PACKS INTACT.
USUAL DOSAGE: For dosage recommendations and other important
prescribing information, read accompanying insert.

STORE AT 20°C - 25° C (68° F- 77° F), EXCURSION PERMITTED
BETWEEM 15" C - 30° C (59° F - B&° F) [SEE USP CONTROLLED
ROONM TEMPERATURE]. PROTECT FROM LIGHT.

Remimders for Phoma cises:

tered patients after obtaining
o by alling
weewiplulgeprosram com

. spomss e the Do mat dispanse o Peticnt Afiar” date
* AMedication Guick i included in cach Prescription Pacl

CAIEES BRTH EEFESTS

March zeih p
Maruiactiradfar ‘-{'
RANRATY

Lasamna
Jnckazmvile, FL 2287 LEA D0 BT GET FRSGHANT

Altenlion Phannacist:
Dlsﬁense with enclosed
edliealion Guicle.

WG 106N AT

Absorica’

{isotretinoin Capsules

——
Each capsule containg
25 mg |=otretinoln, USP

30 Capsules
£3 % 40 Praacr pliors Packs)

NDC 10631-133-31

Ahsorica

(isotretinoin) Capsules R only

Altention Pharmacisl:
Dispensa with ene losed
Medication & vide.

Altenlion Phamaisl:
Dlsﬁense wilh enclosed
Hedieation Guick.

WG 106311311

Ahsorica’

{isotretinoin) Capsules

Each capsule contains

" . D2 HOT GET PREGHNANT
25 mg |sotretinoin, USP
30 Capsules
(3@ x 10 Prasaription Packs)
o
»,

Each capsule contalrs
25 m Isolratinoin, USP

30 Capsules
3 40 Praacription Packa)




Package/Label Display Panel

Attention Pharmacist: Dispense with enclosed Medication Guide.
NDC 10631-117-69

Absorica® (isotretinoin) Capsules

30 mg

Each capsule contains 30 mg Isotretinoin, USP

10 Capsules

Prescription Pack

PATIENT: READ INFORMATION CAREFULLY

Rx only
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FEMALE PATIENTS: DO NOT GET PREGNANT

Absorica Causes Serious Birth Defects
Highlights of Waming to Female Patients,
{It is important to watch the DVD and read all information in the materials
given to you by your doctor)

A Wou WUST NOT take dbsonca if you are pregnant because any ascunt c2n cause savens bir
chofects, avan if fnkan for short pen ods durng pregrancy,

4 ¥ou MUST NOT become pregnant 1 month before, during, and for | month after you stop taking
#bscrica

4 Wou wil notgat your first prescription for Abscrica unl thaes is proof pou hava had 2 negatia
prognancy fests as nsfucied by pour docion (2 negatnne Sest means that it does nol show pregnanoy|
and you haren inberacind with thei PLEDGE system to-answor quasions. about program seg uinsments.

& Vou carnol gat monthiy refils for Absoroa unless horeis procf tat you have had a negaive
peog nanoy fest conduobod I alab every monih dusng Absonca realment

& Even e best mathods of birh conteol can fall. Thasefone, 2 separain, efactiva forms of brth control
must bo used at the same fime for atleast | monh bafore, dusng, and for 1 monih afler you stop
takang Absonca

& Stop lnking A bsonca nght amay and call pour dootor mmedazlaly | you have sax wilhout bish contedl
miss your panad orhink pow ava prognant whiks you are iaking Absorica. IF pou fhink you ane prognant
n themont afer you have sioppad £ bsospa treatment, call your dooior msedsialy

Murfcir far
EANEAXY SEAL
HrETk, FL!?!’E:?IJS* d;.;uﬁ March 204 ]
Haon Wamish Area
FEMALE PATIENTS: \\
DO NOT GET PREGHANT

Very severe bith detects hove oo cumed with ischetinoin use including:

& Severs Inteinal Defects: defects that you connot sse—imeching
the brain dincluding leweer 18 scores), Feart, gands and nervous system.
& Severs Bdemal Defects: defects that vou con see—such as low-sst,
deformed or abssnt sors, wids-sst eves, depressad bridgs of noss,
erlarged heod and smioll ching

ATHORIRLINE
_-\l PREATHARCAD -
TERtin 3
gj— ‘l/f ARNOTRALIT lﬂ_l

- AGUES &
[l RS | grope st © - 257 C (66 F- 777 ), EXCURSION
ey | PERMITED BETWEEN 15 C 3 c s R e
s, @ ISEE USP CONTROLLED RGO M TEMPERATUREL
s | PROTECT FROM LIGHT.
WARMIMG TO FEMALE PATIENTS
M ABSORICA CAUSES SEVERE BIRTH DEFECTS.
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YOU MUST NOT TAKE ABSORICA IF ¥OU ARE PREGNANT

91 mm

91 mm

21 mm

91 mim

T55mm

T35mm

IMPORTANT INFORMATION FOR ALL PATIENTS:

Itis impertant fer your kealh Ihul wou read all the infomnation you reo sived with this
prasciplion ard Irom your

This packoge provides reminders of mportont sofedy fooh about Absciica, but it
doms net cordain al the informaotion you nesd b krow. | & importort foryou
+o ke s b doke Abscdca cormciy ard what side sffects boowakchfor,

Reod al the irfommohion you about Absoica from your doctor and phomocist,
inclding he Medicalion Guide prosidad with this pockoge.

Wou should read, underskond and sign a Palient Infomalion/Infomed Corsantlom
bfore yvou lake dbsoica. Conlact your doctor ifyeu have rol signed this kormiimale
palients and femake polients who cannol get pregreont must sign 1 form ard femals
palients who can gel pregnant must sign Zfams).

Mever shere Absorica becowes it con couss saricus sde sffacts
irchudrg severs bidh defects.

Before you start faking Absonica, tel your declar il you:

* Ara cumery boking o ordl or inksched coricosbercid or on anticoreusant
[z=irs]) medicalion.

& Tok= part i gooths whees you o mons [kely bo ek o bone

+ Howe mentd problems. aroresia frerasa o bype of sdling disorder), back pain, o
hisizry of problemes with heding of bone frochres, o 5 with bore metobolism.

Special Warning for Female Patients

Absorica causes serous birth defects. Do MOT kke Absodca
CALSESBIRTH DEFECTS i youare pregrant.
It is wary mporlant fer you ho mad and understand the
inkor mialion about pmlrﬂa gnancy kundin this pockage,
tha Mechcalion Guide, ard rmalkerials given
boyow by vour doodon, | is wary imparkant o vou beinlera ol
wilh the PLEDGE sydem o arewer quashions aboul pregram
requinernerls and view the [VD a your doolor’s offic e
IFyou do not have The Medicalion Guids, and the palent
backlets aboul pregnancy prewention, don't shad taking
Absorica. Call your dockor

Mozt prople have further guestions ofter reading 3o much imporbant mformation obout
pragrancy presention and Brth dafacts. Fthemr & aorything you ore rot srs about,

oo not boks Absctica unh your questicrs hoes been answsnsd by your doctor,

Martal probleme and sicids

Sorres potients hove become depremsed o developed oer seicus mental 5

whils ey welnhnﬂ_‘ incin or shortly ofter stoppingisohetincin Some potisnts fokieg
iszfetincin have had houghts of ending ther cwn lves (suiciddl thoughh). Some peopls
hove bried to end ther can lees (atempted sicde) ord some by erided Hheir
ot Ives {committed suicide). Thers have besn reports of potients on isohetincn becoming
aggresive or vickert. No one krows Fisoretincin coused thess problerms or behavions or if
thery woud haove hoppened evenif the paron did not bake ischretinein.

Stop taking Abserica and call your doctor
right away if you or a family member notices
that you have any of the following signs and
symptoms of depression or psychosis:

D0 NOT GET PREGNANT

& Sfort bo el d o howve cving el
& Loms imbarest inoctvities you orce srjoyed
 Slmmp oo much or have rouble desping.

» Bzcome mors iritobls, angry, o aggressive thon wud ffor sxample. femper
cutbursks, thoughts of vickencs),

& Hove o chaorgein your appetite o body weight.
* Horee roubl e concerthaling.

« Withdrow from your fierds or formily.

& Feel o= you hove no arengy.

& Hoee faslings of worthle sneaz o quit.

= St haning thoughls about hurting younelf or tadng your own fe (sucidol houghds).

» St octing on dangercus impulses.

&« St seeing or heanng things ot ars fotreal

Tedl your hor f you or someone incrour famiy has ever had o menbal ilress o if

you ke oty medicines for amentolilres for smomple, depresskon].

Olher serious side slifects to waloh for

Hop kking Absorica and call yeour decter T youdevelop any of the prellems on this lid

arany other unussd o sevens probdems. [ rot teated, they could [sad fo ssiou

hedth probd=ms. mpﬂlrmenlptohbmsdo riot haoppen of

» Headoches, rous=a, wormiling, wison (romeoeed brain ptes&\_ue:l

& Somyera shomoch pan, diarken, rech:lbl!echg or troubde svdllowing.

» Yalowing of vour kin or =y andf'or dark urires.

= Chorgesin bearing.

= Alergic reactions Cg wiou ko you ore sersiteee to "porobers”, del your doctor
E=couse it s 0 preserativein e gelatin copsule of Absorical.

t&gqeahr;ﬂ:pdad. trouble s==ing ot right (i short sucddenly, s be

& Wigion o inchuding trouble seeing P ] ey, 20 b vEry
coreful when derE or opamting ary wehicle ot righf).

» Persstert fervar, chils, or sore oot

Other Impodant Inksmmation & fourd in the Medioalion Suide and i the book ki

rom your declor

» Common side effects that o not sedous but that you should fell your doctor about.

& Howwe o dokis Abscrioa

= Things to owcid duing Absorico freghment.

» Ways to get mom informafion if you nesd i
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Package/Label Display Panel
NDC 10631-117-31

Absorica® (isotretinoin) Capsules

30 mg

Each capsule contains 30 mg Isotretinoin, USP

30 Capsules (3 x 10 Prescription Packs)

Attention Pharmacist: Dispense with enclosed Medication Guide.

Rx only
CAUSES BIRTH DEFECTS
DO NOT GET PREGNANT
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PROTECT
FROM LIGHT

Carton &ize :117.5x57 x95 mm

Track : A18/04/2012, A19/04/2012, A08/05/2012,
A20/11/2013, AD912/2013. A24/0272014. A13/03/2014

MonVarnish Area

1HDIT Wodd
123104d

CONTRAINDICATED IN PREGNANCY

prescribing information, read accompanying insert.

ROOM TEMPERATURE]. PROTECT FROM LIGHT.

-1
| l Remmders for Phormacises:
» Dispense isoirctincin onlv for regstored patients after obtainim
authoization from the {F'LEDCE progem by alling
155640634 or visiling Fewiplod sepmsram com
» Write Risk Management Authorization namber an the prescription

PHARMACIST: DISPENSE PRESCRIPTION PACKS INTACT.
LSUAL DOSAGE: For dosage recommendations and other important

STORE AT 20° C - 25° C (88° F- 77" F), EXCURSION PERMITTED
BETWEEM 15" C - 30° C (59° F - 8&° F) [SEE USP CONTROLLED

 Disponse no moee thi 3 30y supply. No rofll,
* Dispense Proscrption Packs intact

Do ot chsponse after the "D net dispense to Prticnt After™ date
4 Madication Guie is included in cach Preseription Pack

CALES BRTH DGFECTS

Warch 504 p
f

Maruiectiraziar: ‘{‘

EANRATY

fr

.}
Jackazmila, FL az287 LEA D MO GET PREGH ANT

Atenlion Phanme eist:
Dispense with enclosed
edlieation Guide.

[LATTHRIEE

Absorica’

{isotretinain) Capsules

Each capsule confalng
30 mg lsatretinom, USP

30 Capsules
35 10 Framcriplion Packs)

NOC 10631-117-31

Absorica’

(isotretinoin) Capsules

Each capsule contains
30 mg |sotretinoin, USP

30 Capeules
(2 % 10 Prascription Packs)

Altention Pharmacist:
Dispensa with ene losed
edication Guide.

Atention Phamacis!:
Dispense wilh enclozed
Hedieation Guide.

HOC 106311701

Absorica’

{isotretinain) Capsules

B L 30 mg J
CAIEES £
Each capsule contalrms
f:‘ 30 my Isoralinaln, USF
‘I_I' 30 Capsulas
- (3293 Praseription Packs)
0 N GET PREGHANT
v
s
-
s




Package/Label Display Panel

Attention Pharmacist: Dispense with enclosed Medication Guide.
NDC 10631-134-69

Absorica® (isotretinoin) Capsules

35 mg

Each capsule contains 35 mg Isotretinoin, USP

10 Capsules

Prescription Pack

PATIENT: READ INFORMATION CAREFULLY

Rx only
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FEMALE PATIENTS: DO NOT GET PREGMNANT

IMPORTANT INFORMATION FOR ALL PATIENTS:

It is important for vour health that yeu mad allthe information vou reesived with this
presciption and fom vour docter.

Thiz package provides reminders of impoant safety facts about Abscrica, but it
does nat contain all the infarmotion vou reed fo know. 1t is mpordant for vou
1o know how to fake Abscrico comectl and what sde effects to wateh for

R=ad allthe infermotion you get about Absorico from your dector and pharmocist,
ircludirg the Medicalion Guide provided with this paockoge.

‘fou should read, understand and sign o Palisnt Informalion Informed Consent form
before you take Abserica. Contact vour docter if vou have not signed this fomn (mals
patients are fermale patients who cannol get pregnant must sign 1 form and femalke
pafients who con get pregnant must sign 2 forms).

Mewver share Absoricn becouss it can couss serious sde sffects
ncluding severs bith defects.

Bafore you start toking Absorica, tell your doctor if you:

= Are curertly taking an cralor injected coficestencid or an articornusant
(seinre) medication.

» Take part in soorts where vou are more ikely to breck o bone.

= Howe mentol problems, onarsxdio renosn (0 bype of ealing disorden), bock pan.a
histary of problems with Feoing of bone fochurss, or problerms with bone
metobolsn.

Absorica Causes Serious Birth Defects
Highlights of Warning to Female Patients.
(It is important to watch the DVD and read all information in the materials
given to you by your doctor.)

& “vou MUST MOT take Absorica if you ane pregnant because any amount can causs sevars birth
defects, ewen if taken for shart panods during pregnancy.

A You MUST MOT become pregnant 1 manth before, during, and for 1 manth aftar you stop taking
Absorica.

A “vou will not et your first prescription for Abeorica unil there ks proof you have had 2 negative
pregnancy tests es instnucted by your doclor (2 negalive fest means that it doss not show
pregnancy) and you have intaracked with the FLEDGE system o answer questions about
program requirsmants.

A ou cannat get monthiy refils for Absonca unlses thars is proof that you have had a negative
pregnancy test conductad in & lab evary manth during Absorica trastment.

4 Even the best methods of binth control can fail Therefore, 2 separate, efadtive farms of birth
contral must be ussd at the same tims far at least 1 month before, duning, and for 1 month after
you slop taking Absanica.

4 Stoptaking Alsorica right away and call your doctor mmediately if you have sex without birth
contral, miss your paniod or think you are pregnant while you ars taking Absorica. I you think you
are pragnant in the month after you have stoppad Absorica fraetment, call your doctor
immediately

Special Warning for Female Patients

Manufact red fir — PO
uanunnl-r, TAB
JBrksomie, FL 3225 LSA \absu Juy 2014 B00C000
Ion Varmizh Area
FEMALE PATIENTS: \
DO NCT GET PREGMNANT

Absorico couses serious bith defects, Do NOT take
CALJSES BIRTH DEFECTS  Absorica if you ams pregnant.

"-] It is very impartant far you ta rad and undsstand the
5

inferrmation about preventing pregnancy found in this
package, the Medicafion Suids, and the materials given
| te you by your doctor. It i very impotant for you to inferact
| with the iIPLEDGE systemn to answer questions about pragram
requirements and view the DVD al vour doctor's office.
5 s If wou do mot have the Medication Guide, and the patisnt
[0 HOT GET PREGHANT  booklets about pregnancy prevention, don't start taking
Absorica, Call your dechar.

MMast people have further questions after reading so much mgotant nformation
aout pregnancy preverfion and kirth defects. If here & amthing vou are not surs
about, donot foke Absorico urtl vour questions hove been arswared by your dector,
WMental problems and suicide

Some patients hove become depresad or developed other seicus mental problerms
wihile they wene taking isotrstinin or shortty after stopping isotretinzin, Some potisnts
toking Botretinain have hod thoughts of ending their own lves Guicidal thoughits),
Sorme pecple have tied fo end thein own lves (attempted suicide) ond some peopls
hirwe ended thair own lives (committed muicide). Thers hove been reports of patisnts
an Botrefinoin becoming oggressive or violent. Mo ane knews if iotretincin coussd
thess preblems or bebariors or if they would hove Fappened even if the personicid
rict tokee bohefinoin.

Stop taking Absorica and call your doctor
right away if you or d family member notices

that you have any of the foellowing signs and
symptoms of depression or psychosis:

Very severs birth defects have cccurred with isctrefingin use including:

& Severe Infermnal Defects: defects that you cannot see—invoking

the brain (including lower 1S scores), heart, glands and nervous systarm.

& Severe External Defects: defects that you can see—such as low-set,
deformed or absent ears, wide-set eyes, depressad bridge of nosa,
enlarged head and small chin.

THYNUS GLAND
ABNORMALTY

EAR
ABNCOBMALITIES

FRRATHY RO1D
CEFICIENCY r/—

CARD K2R SCULAR Ill
AENCORMLLITIES

PPERFOL A1
STORE AT 207 C - 257 C (68" F - 77° F), EXCURSION
PERMITTED BETWEEN 15° C - 30° C (59° F - 86° F)
[SEE USP CONTROLLED ROOHA TEMPERATUREL
PROTECT FROM LIGHT.

= Sfort to feel sad or hove crying spslk.
» Liozs interest in activitiss vou cnce enjoyed.

= Seap too much or havs trouble sleeping.

= Bacome more imitable, angry, or aggressive thon usudl (or scample, temper
outbursts, thoughits of violerce).

« Hove a1 charge in vour appetite or bochy weight.

= Hows rouble concentioting.

= "Withdronw from your frisnds o formiby.

= Feal like you howe no ensrgy.

= Hove feelings of worthlesnsss or guilt

= Start hoving thoughts ceout Furing voumsslf or toking vour cwn life (suicidal thoughtz,

= Start acting on dongeous impukes,

= Short seeing or heoirg things that ars not real.

Tell wour dactar if vou or somecne in vour family kos ever had o mental ilness or if

wvou take ary medicings for a merta iliness tor example, depression).

Other seious side sffects fo wateh for

Stop taking Absorica and call yvour dector if you develap any of the problems on this

list ar any ather unusual or severs prablems. f not treated | they ccould lead o seious

hedlth probleme. Sericues permonent poblems do ot hoppen often.

= Headaches, naussa, vomiting, blumed vision (rcrenssd brain pressrs).

= Severe stomach pain, diarrhen, rectal Bleeding. o frouble swallowing.

= fallowing of vour skin or eves andlor dork unine.

= Chorgesin hearing.

= Allergic reactions (f you know vou are sercitive fo “paradbens”, el your doctor
becaouss itis a pressrvative in the gelafin copsule of Absarica).

= Bone or rmuecls pain.

= Vision chonges, including touble sesing of right dhis con start suddenty, so ke very
corefu when diving or cpemnting any vehicle ot night).

= Pemistent fever, chilks, or scre throot.

Other Imporant Information i found in the Medication Guide aned in the booklets

from your doctor:

= Commen side effects hat are mot seriows but et vou should tell vour doctor about.

= How to toke Absarica,

= Things to orvcid duing Abscorica treatment.

=« Wonys to get more nformation if you need it

WARNING TO FEMALE PATIENTS




ABSORICA CAUSES SEVERE BIRTH DEFECTS.
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YOU MUST NOT TAKE ABSQRICA IF YOU ARE PREGNANT
OR MAY BECOME PREGNANT DURING TREATMENT.

+ IFfoIm Ot ion yiou shouid know' 08 vourtke Absancn

| 3 Keep pockops Rfoct o thoh fwil contifue o provide the mport ot |

2 EnEp the poper-fol TAE - pull - and conefuly fear tha boord dlong
« Fafaratian 1o frea @ach capeda. 5ea figura A onrevarm sida

Package/Label Display Panel

NDC 10631-134-31

Absorica® (isotretinoin) Capsules

35 mg

Each capsule contains 35 mg Isotretinoin, USP

30 Capsules (3 x 10 Prescription Packs)

Attention Pharmacist: Dispense with enclosed Medication Guide.
Rx only

CAUSES BIRTH DEFECTS

DO NOT GET PREGNANT
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Carton §ize : 117.5x57 x 95 mm

Track : A14710/2013, A12/03/2014, A24/03/2014,

A15/05/2014, A25/07/2014

Non Varnish Area
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CONTRAINDICATED IN PREGNANCY
PHARMACIST: DISPENSE PRESCRIPTION PACKS INTACT.
USUAL DOSAGE: For dosage recommendations and other important
prescribing information, read accompanying insert.

STORE AT 20°C - 26° C (88° F- 77" F), EXCURSION PERMITTED
BETWEEM 15" C - 30° C (59° F - B&° F) [SEE USP CONTROLLED
ROOM TEMPERATURE]. PROTECGT FROM LIGHT.

* Dispens

* Disputse
* Dispense

Reminders for Phoma cists:

+ Danat disperse after

tarcd potients after obtaining
TGE peozem by alling

weowipludzepragrameom

isk Manapanent Autheeization munber on the prescription

nomore hen 3 30day suppl. No refill.,
Prescription Packs infact

o mot disponse to Patient Aftr” date

Jackzcmile, FL 32257 LEA

* A Medicati isincluded in cach Prescription Pack
LS BB EGFESTS
duly 5o p
Manuiacturadifar ‘{'
RANRATY
fr— 7

DO N1 G FREGHANT

Altention Phannacis:
Dispense with enclosed
edliealion Guicle.

WG 1063 43411

Absorica’

{isotretinoin) Capsules

——————
Each capsule containg
35 mg |=atretinoln, USP

30 Capsules
38 10 Pramci pitar Packs)
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Package/Label Display Panel

NOC 10631-134-31

Absorica

(isotretinoin) Capsules

Each capsule contains
35 mg |sotretinoin, USP

30 Capeules
{3 x 10 Frascription Packs)

Altention Pharmacisl:
Dispensa with ene losed
Medication & vide.

Altenlion Phamaisl:
Dispense with enclosed
edieation Guick.

WG 1063113411

Ahsorica’

{isotretinoin) Capsules

Attention Pharmacist: Dispense with enclosed Medication Guide.
NDC 10631-118-69

Absorica® (isotretinoin) Capsules

40 mg

Each capsule contains 40 mg Isotretinoin, USP

10 Capsules

Prescription Pack

PATIENT: READ INFORMATION CAREFULLY

Rx only

e
CAISES 1
Each capsule contalre
p 25 my Isolralinoln, USP
‘i‘ 30 Capsulas
= 132 10 Praagriplien Packa)
D HT GET FREGHANT
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FEMALE PATIENTS: DO NOT GET PREGNANT

Absorica Causes Serious Birth Defects
Highlights of Waming to Femala Patients.
(It is important to watch the DVD and read all information in the matarials
given to you by your doctor)

& Wou WUST NOT foka dbsorca if wou ar pregnant becouse any amcunt c2n cause savere birh
defncts, ewan if takon for short: paninds dunng pregrancy

A& Wou WUST MOT become pragnant | month belfore, during, and for | month after you stoptaking
Abmonca

& Wou wil notgat your first prascription for Absonica uril thase is proof pou haea had 2 negatiee
prognancy tests as instuoted by your doctor (2 negative Sest means that it does not show prognancy|
and you haea interaciod with the iPLEDGE system to answer quesions about program sequinemenis

4 '¥ou cannol get monthily refils for Absoroa unless ihoneis prood that you have had & nagaive
prognancy fest conducted n alab every monih dusng Absonca real=ent

& Even e best mathods of birh conteol can fall. Thasefore, 2 separatn, efective foms of brth contnol
=ust b used at the same = for 2t leas! | mont bafore, dueng, 2nd for 1 monih afler pou siop
fakang Absonca

& Stop takng A bsorica nght away and call your doctor mmedsalaly F you hase sex wilhaut birt contedl
migs pour pariod orhink pou am prognant whiks you ane taking dbeorica. IFpou think you 2re pregnant
n fhemonth afer you have sioppad 4 bsosoa teatmant, call your dootor immodiaialy

Manrtactami b SEAL Hm
LTI .
TAB, R

Aachsamiln, FL S2257 LSA e Warch 204
Won Vamish Arsa
FEMALE P ATIEMT5: \
DO NOT GET PREGMANT

Very severe bith defects hove eccured with ischetincin use including:

& Sever Inteinal Defects: defacts that vou cannot sse—imvohirg
the brain fincluding lewsr 1€ scores), hearnt, gonds and nerecus system.
& Severs Extemal Defects: defects thaat vou can sse—auch as low-sst
defermed or absent eors, wide-sst eves, depressed bidoe of noss,
erlarged head and small ching

THHLE CIAHD
AEHCEMALITY

EATHARCAD -
CHE
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o cummmo
I R 11T T

T
_._:_;:‘ —fT T SToRE AT 207 C - 25 (887 F- 77" F), EXCURSION
L wims|  PERMTTED BETWEEN 157 C - 30° C (59" F - 86° F)

P EETIs IsEE UsP CONTROLLED ROGIA TEMPERATURE).
P ey S PROTECT FROIM LGHT.

WARNING TO FEMALE PATIENTS
ABSORICA CAUSES SEVERE BIRTH DEFECTS.
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IMPORTANT INFORMATION FOR ALL PATIENTS:

Iis mparhant for your ke all thal yeu reod all the infammalion pou recsived wilh this
prasanplion and nom ponr dooker.

This packoge provides emindens of mportont safedy foots about Abscioa, bt it
does nolcontlnd the infoamohion vou resd to krow. | s mportast foryou
to kniow how o doke Absoica corecdy ord what side ffects bowohoh for.

Read al the irfommation you bt Abscrica from your doctor and phomaocist,
including hie Medication Gude provided with this pockogs.

You should ead, underskond and sign o Palent Infomalion/Informed Corsant form
bsfors you laks Absonca. Contacl vour dectorifyou have rol signed this korm (male
palients and female palisnts whe connet gel pregrent must sign 1 fermand femals
palients who can gel pregnant must sign 2 fems).

Mevar sheore Abeoiica becoues it con cous saricus ide sffects
incliding severs bidh delecls.

Beliore you stad taking &bsaroa, tel your dector if vou:
s Ara cumery baking an ord or injeched corficosbarcid or on aticoresdsant
(BT ]rr\eci:ch

e lakmpatn mlshhere\-m e more lkely bo beak o bore,
* Hove merthd =, Crior exia feervosa §a bype of edling disorder), back pain, a
hislory of problema with heding of bone frochres, o 5 with bore metobdism.

Special Warning for Female Patients

Abserioa couses seious birth delects. Do MOT ake Abeorica
CALLSES BIRTH DEFECTS i you are pregrant.
I is wary parhant for you o mad ard understand the
nkormalion aboul preventing pregnancy loundin this package,
the Medication Gude, ard malkerials gwen
o wou by your dockorn, [ s wery imporkanl kor you ko inkeacl
wilth the PLEDGE sysdem lo arswer quashions aboul program
requirernants and view the DVD of your dookor's offics.
IFyou co nat hiave the Mediodion Guids, and the palant
D NOT GET PREGHANT bookkls aboul pregnancy prevention, don't stad laking
Absorica. Call your doolor.

Mot prophs hove further guestions ofter reading so much important informeation about
pregrancy prevention and Brth defects. ¥ fhere & arything you are rot sue obout,

o net hake Abscrico unl your questions hove been answered by your doctor,

Marihal probleres ord suiids

Sorme patients hove become depremsed o developesd oher serious mentd problems

while ey wﬂuhnﬂ.‘mhnm or shortly ofter stopping ischetincin Some potients tokirg
isct etincin hawe had houghts of ending ther cwn lves (suicidd thoughtls). Some people
hove tried o erid ther can lives (ohempted sicds) ord some b evided their
o [ives (committed suicided. Thers hows been reports of patiznts onisotretncin becoming
aggresive or vickent. Ho one krnows Fisohetincin coussd thess problems or behavors or if
Ay wodd have hoppened sven if the paeon did not bakes isclreticin,

Stop taking Absorica and call your doctor
right away if you or a family member notices
that you have any of the following signs and
symptoms of depression or psychosis:

& St bo feel sod o howe ciying pells.
& Lo imbarest na:hull!:vouan:!eﬂm.ed.
# Sl=emp oo much o have ouble de=ping.

& B=come mors iitoble, angry, of oggresive thon wod for =sxample, tamper
cuthurshs, thoughls of vick=nce).

# Hove o chorge in your oppetite or body weight.
& Have rcuble corcenhding

r'l'ﬁh"n:h:rw from your mends or fomile.

* Feel Bomyou hove no eoer

- H:n-\efcdng‘sa‘wmmkm or guit.

&« Hart having theoughle obout huifing vounsf or takdng your own ife (sicidal fhought).

& 3ot octing on dangercus impulsss.

= Slart seeing or heanng things that ane not real

Tedl your hor f wou of someone in o famly has ever hod amental ilre s o if

wou bake ary medicines for o mental ilress dfor sxompls, depression),

Oher serious side sifecls to walah for

Sop koking Absorca and call your decler § youdevelop ary of the probloms on this lid

arany alber unusoc or severs probkems | rob feated, they could lesod to oo

hedth problems. Sericus permanient poblems do rot hoppen often.

& H=adnches, rouse=a, vomiting, blured vision ircmeoed brain pressune).

& Semyera shomoch pain, diarken, rechdhleechg or trouble sedllowing.

« Yelowing of your ki or eyes and)or dark uine.

«Chorges in heain

= Allengic reoctions { you ke you ore sereive bo parckers”, dell your dostor
Eecouss it &0 presarative inhe galatin copsue of Absorico),

'\E'Teaha-wmmdeguzd' troublbe seming ot right (i siort suddenby, sobe

® WEion o ncluding trouble sseing 5 Con erily, 50 be very
carsful when derE or op=mling ary wehicle ot right).

# Persittent feveay, chills, or sore oot

Oher Impotant Inkomalion i found in the Medicalion Guide and in the bockkls

Frern your declon

» Commeon side sffects that are not senous but that you should tell your doctor about.

# How bo doke Absoroa

« Things to owcid duing Abeorico fragtment,

= Ways to gt mom irformadon ifyou fesd it
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Package/Label Display Panel

NDC 10631-118-31

Absorica® (isotretinoin) Capsules

40 mg

Each capsule contains 40 mg Isotretinoin, USP

30 Capsules (3 x 10 Prescription Packs)

Attention Pharmacist: Dispense with enclosed Medication Guide.
Rx only

CAUSES BIRTH DEFECTS

DO NOT GET PREGNANT
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Attention Phanmaist: Attention Phamarisl:
CONTRAINDICATED IN PREGNANGY Dispenze with enclozed Dispenze with enclosed
PHARMAGIST: DISPENSE PRESGRIPTION PAGKS INTACT. e e .
USUAL DOSAGE: For dosage recommendations and other important I 186H-118.31 DG 1063111831 Wit Pl ik LLa S
prescribing infornation, read accompanying insart. D i Dispensa with ene losec] N o
STORE AT 20°C - 25° G (68° F- 77° F), EXCLRSION PERMITTED Absorica ﬂhsnl'i[:a“ Wadicalion & vide. Absorica
BETWEEMN 15" C - 30° C (59" F - 8&° F) [SEE USP COMNTROLLED {isotretinoin) Capsules (isotretinain) Capsules
ROOM TEMPERATURE]. PROTECT FROM LIGHT. : s { tretinoi } C I . e
Isotretinoin) Gapsules Rxonly
%l Remimders for Phormacists: a0 mg a0 my
* Dispense isctratinein ol for roggsterd patients after obtainimg o ————een CAIEES HRTH DEFECTS P ——————————
b e o ey Each capsule contalns 40 mg Each capsule contalms
» Write Risk Managanont Autheeization nunbr an the prescription 40 mg Isatretioln. USP ,‘ 40 my Isotratinain, USP
» Dispense no more thin 3 10-day suppdy. No rofilk, 30 Capauics f a0 Capsuias
+ Dipense Prescription Packs i : !
o spense Ir scription ; SN"II:I':‘ i PR i / (3% 10 Praasnptiors Packa) Each GEDSIJ|E contains m“mmmw[ (32 40 Prasciption Packs)
» & Madication Cluick i included in cach Preseription Pack ek [— 40 mg Isotretinoin, USP cammmy e
30 Capsules
o p . - i3 x 10 Prasaription Packs)
Manfacture for 'l‘
BARESRY &
dackmorsdle, FL 2zeeT USA DO HOT GETPREGHANT L]




ABSORICA

isotretinoin capsule

Product Information

Product Type HUMAN PRESCRIPTION DRUG Item Code (Source) NDC:10631-115

Route of Administration ORAL DEA Schedule

Active Ingredient/Active Moiety

Ingredient Name Basis of Strength Strength
ISOTRETINOIN (UNII: EH28 UP18IF) (ISOTRETINOIN - UNI:EH28 UP181F) ISOTRETINOIN 10 mg
Inactive Ingredients
Ingredient Name Strength

SOYBEAN OIL (UNI: 241ATL177A)
SORBITAN MONO O LEATE (UNIL: 06 XEA2VD56)

PROPYL GALLATE (UNI: 8D4SNN7V92)

TITANIUM DIO XIDE (UNII: 15FIX9V2JP)

FERRIC O XIDE YELLO W (UNI: EX438 02MRT)

POTASSIUM HYDRO XIDE (UNI: WZH3C48 M4T)

PROPYLENE GLYCOL (UNI: 6DC9Q167V3)

SHELLAC (UNII: 46N107B710)

PEG-32 HYDRO GENATED PALM GLYCERIDES (UNI: G6EP177239)
GELATIN (UNI: 2G86QN327L)

Product Characteristics

Color YELLOW (yellow) Score no score

Shape CAPSULE Size 18 mm

Flavor Imprint Code G;240

Contains

Packaging

# Item Code Package Description Marketing Start Date Marketing End Date
1 NDC:10631-115-31 3in1BOX

1 NDC:10631-115-69 10 in 1 BLISTER PACK

Marketing Information
Marketing Category Application Number or Monograph Citation Marketing Start Date  Marketing End Date
NDA NDA021951 06/08/2012

ABSORICA



isotretinoin capsule

Product Information

Product Type HUMAN PRESCRIPTION DRUG Item Code (Source) NDC:10631-116

Route of Administration ORAL DEA Schedule

Active Ingredient/Active Moiety

Ingredient Name Basis of Strength Strength
ISOTRETINOIN (UNI: EH28 UP18IF) (ISOTRETINOIN - UNI:EH28 UP181F) ISOTRETINOIN 20 mg
Inactive Ingredients
Ingredient Name Strength

SOYBEAN OIL (UNI: 241ATL177A)

SORBITAN MONOOLEATE (UNIl: 06 XEA2VD56)

PROPYL GALLATE (UNI: 8D4SNN7V92)

TITANIUM DIO XIDE (UNII: 15FIX9 V2JP)

FERRIC O XIDE RED (UNII: 1IKO9F3G675)

POTASSIUM HYDRO XIDE (UNII: WZH3C48 M4T)

PROPYLENE GLYCOL (UNIL: 6DC9Q167V3)

SHELLAC (UNIl: 46N107B710)

PEG-32 HYDRO GENATED PALM GLYCERIDES (UNIl: G6EP177239)
GELATIN (UNIL: 2G86QN327L)

Product Characteristics

Color RED (red) Score no score

Shape CAPSULE Size 22mm

Flavor Imprint Code G;241

Contains

Packaging

# Item Code Package Description Marketing Start Date Marketing End Date
1 NDC:10631-116-31 3in 1BOX

1 NDC:10631-116-69 10 in 1 BLISTER PACK

Marketing Information
Marketing Category Application Number or Monograph Citation Marketing Start Date  Marketing End Date
NDA NDA021951 06/08/2012

ABSORICA

isotretinoin capsule



Product Information

Product Type HUMAN PRESCRIPTION DRUG Item Code (Source) NDC:10631-117

Route of Administration ORAL DEA Schedule

Active Ingredient/Active Moiety

Ingredient Name Basis of Strength Strength
ISOTRETINOIN (UNI: EH28 UP18IF) (ISOTRETINOIN - UNI:EH28 UP18IF) ISOTRETINOIN 30 mg
Inactive Ingredients
Ingredient Name Strength

SOYBEAN OIL (UNIL: 241ATL177A)

SORBITAN MONOOLEATE (UNIL: 06 XEA2VD56)
PROPYL GALLATE (UNI: 8D4SNN7V92)
TITANIUM DIO XIDE (UNIIL: 15FIX9V2JP)

FERRIC OXIDE YELLOW (UNIL: EX438 O2MRT)
FERRIC O XIDE RED (UNIL: 1IKO9F3G675)

FERRO SOFERRIC O XIDE (UNI: XMOMS8 7F357)
POTASSIUM HYDRO XIDE (UNIl: WZH3C48 M4T)
POVIDONES (UNII: FZ989 GH94E)

PROPYLENE GLYCOL (UNIL: 6DC9Q167V3)
SHELLAC (UNI: 46N107B710)

SODIUM HYDRO XIDE (UNII: 55X04QC32I)
PEG-32 HYDRO GENATED PALM GLYCERIDES (UNI: G6EP177239)
GELATIN (UNI: 2G86QN327L)

Product Characteristics

Color BROWN (brown) Score no score

Shape CAPSULE Size 23mm

Flavor Imprint Code G;242

Contains

Packaging

# Item Code Package Description Marketing Start Date Marketing End Date
1 NDC:10631-117-31 3in 1BOX

1 NDC:10631-117-69 10 in 1 BLISTER PACK

Marketing Information
Marketing Category  Application Number or Monograph Citation =~ Marketing Start Date Marketing End Date
NDA NDAO021951 06/08/2012



ABSORICA

isotretinoin capsule

Product Information

Product Type HUMAN PRESCRIPTION DRUG Item Code (Source) NDC:10631-118

Route of Administration ORAL DEA Schedule

Active Ingredient/Active Moiety

Ingredient Name Basis of Strength Strength
ISOTRETINOIN (UNII: EH28 UP18IF) (ISOTRETINOIN - UNI:EH28 UP181F) ISOTRETINOIN 40 mg
Inactive Ingredients
Ingredient Name Strength

SOYBEAN OIL (UNIL: 241ATL177A)

SORBITAN MONOOLEATE (UNIl: 06 XEA2VD56)
PROPYL GALLATE (UNI: 8D4SNN7V92)
TITANIUM DIO XIDE (UNIIL 15FIX9V2JP)

FERRIC O XIDE YELLOW (UNIL: EX438 O2MRT)
FERRIC O XIDE RED (UNII: 1KO9F3G675)

FERRO SOFERRIC O XIDE (UNII: XM0MB8 7F357)
POTASSIUM HYDRO XIDE (UNII: WZH3C48 M4T)
PO VIDONES (UNII: FZ989 GH94E)

PROPYLENE GLYCOL (UNI: 6DC9Q167V3)
SHELLAC (UNII: 46 N107B710)

SODIUM HYDRO XIDE (UNII: 55X04QC32I)
PEG-32 HYDRO GENATED PALM GLYCERIDES (UNI: G6EP177239)
GELATIN (UNIL: 2G86QN327L)

Product Characteristics

Color BROWN (brown, red) , RED Score no score
Shape CAPSULE Size 25mm

Flavor Imprint Code G;325
Contains

Packaging

# Item Code Package Description Marketing Start Date Marketing End Date
1 NDC:10631-118-31 3in1BOX

1 NDC:10631-118-69 10 in 1 BLISTER PACK

Marketing Information
Marketing Category Application Number or Monograph Citation Marketing Start Date  Marketing End Date
NDA NDA021951 06/08/2012



ABSORICA

isotretinoin capsule

Product Information

Product Type HUMAN PRESCRIPTION DRUG Item Code (Source) NDC:10631-133

Route of Administration ORAL DEA Schedule

Active Ingredient/Active Moiety

Ingredient Name Basis of Strength Strength
ISOTRETINOIN (UNII: EH28 UP18IF) (ISOTRETINOIN - UNI:EH28 UP181F) ISOTRETINOIN 25 mg
Inactive Ingredients
Ingredient Name Strength

SOYBEAN OIL (UNI: 241ATL177A)

SORBITAN MONOOLEATE (UNIl: 06 XEA2VD56)
PROPYL GALLATE (UNI: 8D4SNN7V92)
TITANIUM DIO XIDE (UNIIL: 15FIX9V2JP)
PROPYLENE GLYCOL (UNIL: 6DC9Q167V3)
SHELLAC (UNII: 46 N107B710)

SODIUM HYDRO XIDE (UNII: 55X04QC32I)

FD&C BLUE NO. 1 (UNI: H3R47K3TBD)

FD&C YELLOW NO. 5 (UNII: [753WB2F1M)
FD&C YELLOW NO. 6 (UNIl: H77VEI93A8)

PO VIDONES (UNII: FZ989 GH94E)

PEG-32 HYDRO GENATED PALM GLYCERIDES (UNI: G6EP177239)
GELATIN (UNIL: 2G86QN327L)

Product Characteristics

Color GREEN (green) Score no score

Shape CAPSULE Size 22mm

Flavor Imprint Code G;342

Contains

Packaging

# Item Code Package Description Marketing Start Date Marketing End Date
1 NDC:10631-133-31 3in1BOX

1 NDC:10631-133-69 10 in 1 BLISTER PACK

Marketing Information



Marketing Category  Application Number or Monograph Citation = Marketing Start Date Marketing End Date

NDA NDA021951 06/08/2012

ABSORICA

isotretinoin capsule

Product Information

Product Type HUMAN PRESCRIPTION DRUG Item Code (Source) NDC:10631-134

Route of Administration ORAL DEA Schedule

Active Ingredient/Active Moiety

Ingredient Name

Basis of Strength Strength

ISOTRETINOIN (UNII: EH28 UP18IF) (ISOTRETINOIN - UNI:EH28 UP181F) ISOTRETINOIN 35 mg

Inactive Ingredients
Ingredient Name
SOYBEAN OIL (UNIL: 241ATL177A)
SORBITAN MONO OLEATE (UNIL: 06 XEA2VD56)
PROPYL GALLATE (UNI: 8D4SNN7V92)
TITANIUM DIO XIDE (UNIL: 15FIX9 V2JP)
PROPYLENE GLYCOL (UNIL: 6DC9Q167V3)
SHELLAC (UNIL: 46N107B710)
SODIUM HYDRO XIDE (UNIE: 55X04QC32I)
FD&C BLUE NO. 2 (UNI: L06 K8 R7DQK)
PO VIDONES (UNIL: FZ989 GHI4E)
FERRO SOFERRIC O XIDE (UNI: XM0M87F357)
FERRIC O XIDE RED (UNIL: 1K09F3G675)
FERRIC O XIDE YELLOW (UNII: EX438 02MRT)
PEG-32 HYDRO GENATED PALM GL YCERIDES (UNI: G6EP177239)
GELATIN (UNI: 2G86QN327L)

Product Characteristics

Color BLUE (blue) Score

Shape CAPSULE Size

Flavor Imprint Code

Contains

Packaging

# Item Code Package Description Marketing Start Date
1 NDC:10631-134-31 3in 1BOX

1 NDC:10631-134-69 10 in 1 BLISTER PACK

Strength

no score
23mm

G;343

Marketing End Date



Marketing Information

Marketing Category Application Number or Monograph Citation Marketing Start Date  Marketing End Date
NDA NDAO021951 06/08/2012

Labeler - Ranbaxy Laboratories Inc. (169932519)

Registrant - Galephar Pharmaceutical Research Inc. (003551624)

Establishment

Name Address ID/FEI Business Operations
Galephar ANALYSIS(10631-115, 106 31-116, 10631-117, 10631-133, 10631-134, 10631-118) ,
Pharmaceutical 003551624 MANUFACTURE(10631-115, 10631-116, 10631-117, 10631-118, 10631-133, 10631-134) ,
Research Inc. PACK(10631-115, 10631-116, 10631-117, 10631-118, 10631-133, 10631-134)
Establishment

Name Address ID/FEI Business Operations

BASF PharmaChemikalien GmbH & 328633636 API MANUFACTURE(10631-115, 106 31-116, 10631-117, 10631-118, 106 31-
Co. KG 133, 10631-134)

Revised: 8/2014 Ranbaxy Laboratories Inc.
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